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‘ 0-52
53-78
79-93
9%-103
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Number of Animals Died by Dose and Time

Animal: Mouse
Sex: Male
ZND CONTROL GROUP

Number of Dose P
Animals Died o

cerl Low Med High _ Fétal
Time (weeks) ) v
0-52 1 2 2 9 14
53-78 3 7 5 14 29
79~93_ 7 4 S 7 23
94-103 7 ) 10 5 28
FNL XILL 32 31 28 15 106
Total S0 50 50 50 200

Dose
ctri Low Med H‘igh
Cumu Cumu Cumu : Cumu

No. No. Pct. No. No. Pct. No. No. Pct. No. No. Pct.
Died Risk Died Died Risk Died Died Risk Died Died Risk Died

1 50 2.0 2 50 4.0 2 50 4.0 9 50 18.0
3 49 8.0 7 48 18.0 5 48 14.0 14 41 46.0
7 46 22.0 4 41 26.0 S 43 24.0 7 27 60.0
7 39 36.0 ] 37 38.0 10 38 44.0 5 20 70.0

50 62.0




Source: AXCAN PHARMA, INC STUDY-
Survival Rates

Animal: Mouse
Sex: Male
Time(wks) -
0-52 53-78 79-93 e 94-103
No. No. Nt;. No.

Still  Pet Still Pect still pct stitl  Pet
Alive Survival Alive Survival Alive Survival Alive Survival

Dose

cert .49 98.0 46 92.0 39 78.0 32 64.0
Low 48 96.0 41 82.0 37 74.0 3 62.0
Med 48 96.0 43 86.0 38 76.0 28 56.0

High 41 82.0 27 54.0 20 40.0 15 30.0

Time(wks)
0-52 53-78 79-93 94-103

Mortality Mortality Mortality Mortality
Rate Rate Rate Rate




Cumulative Percentages of Death
Animal : Mouse
Sex: Male
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Kaplan—Meier Survival Function
Animal: Mouse
Sex: Male
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ADJUSTED ANALYSES DSNAME: - C:\animal\$_RATS_M.MMS

GR o 1.2 3
DOSE .00 25.00 150.00 1000.00
oss 19. 19, 2. 36,
EXP 27.25 25.81 26.01 16.93
oBs/Exp .70 .7 .85 2.13 v
N 50 50 50 50 '

COX'S TEST FOR LIFE TABLE DATA

TEST STATIST 1Cs: EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 26.9123 26.7017 3
PROBABILITIES . .0000** .0000**

TEST STATISTICS FOR ADJUSTED TRENDS: |
LOWER BOUND UPPER BOUND

: CHI-SQUARE D.F. Z 2z
JYG TREND ------- 1. 26.8259 1 5.1758 5.0591
JYG PROBABILITIES 2 .0000** .0000** .0000**
JYG DEPT FR TREND 3 ) .0863
JYG PROBABILITY 4 9577
JYG TOT COX CHISQ S 26.9123
JYG PROBABILITY 6 .0000
NUMERATOR OF 2-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 18301.857
SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 12686360.000
SENEP*~TZED K/W ANALYSIS (GEHAN-BRESLOW) DSNAME: C:\animalt\S_RATS_M.MMS
thi ysis gives more weight to early differences in death rates between groups than the previous Cox analysis.
VECTOR SCORE STATISTIC W
-1444 - -1037 -785 3266
TEST STATISTICS: : EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 30.8611 30.6209 3
PROBABILITIES .0000** .0000**

TEST STATISTICS FOR ADJUSTED TRENDS:
LOWER BOUND UPPER BOUND

. CHI-SQUARE D.F. 2z b4
JYG TREND ------- 1 30.6561 1 5.5368 5.5360
JYG PROBABILITIES 2 .0000** .0000** .0000**
)YG DEPT FR TREND-3~ .2050

IYG PROBABILITY -4 .9026

IYG TOTAL -----=--- 5 30.8611

IYG PROBABILITY -6 .0000

NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)=  3122325.000
SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 318009211533.320
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Source: AXCAN PHARMA, INC STUDY-
List of Organ Names and Tumor Names

Animal: Mouse
Sex: Male
2ND CONTROL GROUP

Organ Name ‘ Tumor Name ,
ADRENAL CORTICAL ADENOMA .-~
ADRENAL PHEOCHROMOCY TOMA'

LUNG : ADENOMA

LUNG ADENOCARCINOMA
LYMPHORETICULAR SYSTEM MALLGNANT LYMPHOMA
PITUITARY ADENOMA
SPLEEN HEMANGLOSARCOMA

SPLEEN HEMANGLOMA

TESTIS SERTOLL CELL TUMOR
TESTIS LEYDIG CELL TUMOR
TESTIS HEMANGLOMA

DUODENUM ADENOCARC [ NOMA

EYE HARDERLAN GLAND ADENOMA
INTEGUMENT F1BROSARCOMA

INTEGUMENT HEMANGLOMA

INTEGUMENT CHONDROSARCOMA

JEJUNUM ADENOCARC I NOMA

K1DNEY ADENOCARC 1 NOMA

LIVER HEPATOCELLULAR CARCINOMA
LIVER HEPATOCELLULAR ADENOMA

LIVER HEMANGLOSARCOMA




Source: ' AXCAN PHARMA, INC STUDY-
Test of Trend Based on the Tumor Data

Animal Type: Mouse

Sex: Male
,'/
Organ Tumor Organ- Tumor Tumor Exact Asymp #1ncid Dose Dose Dose
Code Code Name Name Type p p JCtris 25 150 1000
1 1 ADRENAL CORTICAL ADEKO S- 0.5560 . €0.3040) 1/50 o] 0 1
1 2 ADRENAL PHEOCHROMOCYTO S- 1.0000 (0.7136) 1/50 0 0 0
10 4 _-LUNG ADENOCARCINOMA M+ €0.0205) - 0.0049 1/50 0 1 3
10 137 LUNG ADENOMA M- (0.4480). 0.4551 11/50 4 6 4
1" 14 LYMPHORET  MALLGNANT LYMP M- €0.0707) : 0.0659 2/50 4 8 8
12 13  PITYITARY  ADENOMA S- 1.0000 (0.7136) 1/50 0 0 0
13 8 SPLEEN HEMANGLOMA. S- 0.3043 (0.0670) 0/50 0 0 1
13 12  SPLEEN HEMANGLOSARCOM M- (0.9192) 0.8496 1/50 3 0 0
1% 8 TESTIS HEMANGLOMA S- 0.1455 (0.0085) 0/50 0 0 1
14 16  TESTIS LEYDIG CELL TU S- 1.0000 (0.7136) 1/50 0 o] 0
14 15  TESTIS SERTOLL CELL T S- 0.1415 €0.0077) 0/50 ] 0 1
3 4 DUODENUM ADENOCARC INOMA S- 0.1415 €0.0077) 0/50 0 0 1
5 6 EYE HARDERLAN GLAN S- 0.6982 €0.6877) 0/50 1 0 0
6 9 INTEGUMENT CHONDROSARCOMA S- 0.4828 (0.1517) 0/50 0 0 1
6 7 INTEGUMENT FIBROSARCOMA S- 1.0000 €0.7133) 1/50 0 0 0
[ 8 INTEGUNENT HEMANGLOMA S- 1.0000 (0.7136) 1750 0 0 0
7 4 JE JUNUM ADENOCARCINOMA §- 0.1786 (0.0174) 0/50 0 0 1
8 4 KIDNEY ADENOCARCINOMA M+ €0.0202) 0.0049 1/50 0 1 3
9 12 LIVER HEMANGLOSARCOM M- (0.9735) 0.9473 2/50 5 1 0
9 11 LIVER HEPATOCELLULAR M- (0.6552) 0.7524 2/50 0 2 0
9 10 LIVER HEPATOCELLULAR M- (0.9413) 0.9296 5/50 10 5 1

Note: Tumor Jype=M indicates that the tumor is fatal to some but nmot all animals.
' Tumor Type=S indicates that the tumor is-fatal or non-fatal to all animals.

Symbol *+' indicates a significant positive linear dose-tumor trend.
Symbol !'-' indicates a non-significant positive linear dose-tumor trend.

source: axcan pHarma, 1nc sTuoY [




Oorgan Tumor
Code Code

1 1
1 1

13
13
13
13
13
13
13
13
13
13
0 13
13
13
13
13
13
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13
13
13
13
13
4

4
v 4
10 4
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10 4
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10 4
10 4
10 4
10 [A
11 14
1 14
" 1%
n 14
1" 14
1 14
n 1%
1 14
1n 14
n 14
n 14
1 14
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1M 14
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"noow
n 14
n 16
1 14
" 14
1° )

Organ

ADRENAL
ADRENAL
LUNG
-LUNG
LUNG
LUNG
LUNG

LUNG
LUNG

LUNG
LUNG
- LUNG
. LUNG
. LUNG

LUNG
" LUNG
- LUNG
“LUNG

LUNG

" LUNG
"+ LUNG

- LUNG

LUNG
LYMPHORET { CU
LYMPHORET [ CU
LYMPHORET [ CU
LYMPHORET [ CU
LYMPHORET I CU
LYMPHORETICU
LYMPHORET [ CU
LYMPHORET I CU
LYMPHORET 1 CU
LYMPHORET 1 CU
LYMPHORET | CU
LYMPHORETICU
LYMPHORET I CU
LYMPHORET I CU
LYMPHORET 1CU
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LYMPHORETICU
LYMPHORETI1CU
LYMPHORETICU

Pairwise Comparisons

Dosage Pair: 0 vs 1000

Species: Mouse

Sex: Male

ZND CONTROL GROUP

Tumor

CORTICAL ADEND
CORTICAL ADENOD
ADENGMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENGCMA
ADENOMA
ADENCMA
ADENOMA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARCINCNA
ADENOCARCINONA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARCINOKA
ADENOCARCINOMA
ADENQCARCINOMA
ADENOCARCINOMA
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYNP
MALLGNANT LYMP
MALLGNANT LYNP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYmp
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP
MALLGNANT LYMP

Strata Row
53-78
53-78
53-78
53-78
79-93
79-93

- 94-103

94-103

FNL XILL

FNL KILL
7%
74
78
78
87
87
91
N
94
94

FNL KILL
FNL KILL
95
95
100
100
104
104
0-52
0-52
53-78
53-78
79-93
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94-103
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FNL KILL
FNL KILL
37

NN 2N =N NSNS N DN SN N

N N Nt NN Nt N a Nt N a N s N

N o=t A =t N = N =2 N = N

o

—

—

n nN W W W »
OVIOOVON=VO®-2NOPOIPHR2NYy2R200

n
&

~N

~N ~nN
SO 20O0OW-2LPPOVO

&~ &~ g &~ &~ ~N
ONOWO OO MONNITOD®-2O®NNON

W
o

_1E3

— .

-

- N ~N [\ ~N N
P OOONON=NO®—=H 2O OWO W

—_
wn

-

- oy
F=20002N2pO0ONO

-

(Y] (%] ~ &~ ~ ey
= P2 WONONO=Fr2VOPOOWN— =

N
w

Exact p

0.5833
0.5833
€0.9321)
(0.9321)
(0.9321)
€0:9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.9321)
€0.9321)
(0.9321)
(0.9321)
0.9321)
(0.9321)
(0.9321)
(0.9321)
(0.2891)
(0.2891)
(0.2891)
(0.2891)
(0.2891)
(0.2891)
(0.2891)
€0.2891)
€0.2891)
(0.2891)
(0.2891)
(0.2891)
€0.3612)
(0.3612)
€0.3612)
€0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)

Asmp p

(0.1993)
(0.1993)
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.8828
0.1590
0.15%0
0.1590
0.1590
0.1590
0.1590
0.1590
0.15%90
0.1590
0.1590
0.15%90
0.1590
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
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LIVER

LYMPHORETICU
LYMPHORETICY
LYMPHORETICU
LYMPHORETICU
LYMPHORETICU

" LYMPHORETICU

LYMPHORETICU
LYMPHORETICU

- LYMPHORETICU

LYMPHORETICU
PITUITARY
PITUITARY
SPLEEN
SPLEEN

- SPLEEN

SPLEEN

- SPLEEN
i SPLEEN

SPLEEN
SPLEEN

" SPLEEN

SPLEEN

. TESTIS
, TESTIS

TESTIS

TESTIS
- TESTIS

TESTIS

THYROID
THYROID
THYROID

- THYROID

BRAIN

_BRAIN

> DUDDENUM

" DUODENUM .
' EPIDIDYMIS
. EPIDIOYMIS
"EYE

EYE

. INTEGUMENT
" INTEGUMENT
; JEJUNUM
: JEJUNUM

KIDNEY
K1DNEY

. KIDNEY

KIDNEY

" LIVER
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LIVER
LIVER

_LIVER

LIVER
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“LIVER
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LIVER
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MALLGNANT LYMP
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ADENOCARC INGMA
LELOMYOMA
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HARDERLAN GLAN
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CHONOROSARCOMA
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ADENOCARC INOMA
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ADENOCARC INOMA
ADENOCARC INOMA
HEPATOCELLULAR
HEPATOCELLULAR
HEPATOCELLULAR
HEPATOCELLULAR
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HEPATOCELLULAR
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79-93
FNL KILL
FNL KILL
94-103
94-103
102
102
FNL KILL
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94-103
FNL XKILL
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(0.3612)
€0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
(0.3612)
1.0000

1.0000

0.4375
0.4375
0.3846
0.3846
0.4000
0.4000
0.4000
0.4000
1.0000
1.0000
1.0000
1.0000
1.0000
1.0000
0.3846
0.3846
1.0000
1.0000

0.5833

0.5833

0.5000

0.5000

0.0620

0.0620

0.0620

0.0620

(0.9905)
(0.9905)
(0.9905)
€0.9905)
(0.9905)
€0.990%)
(0.9905)
(0.9905)
(0.9905)
(0.990%)
(0.9905)
(0.9905)
(0.9905)
(0.9905)
(0.9905)
(0.9905)
(0.9905)
(0.9905)
(0.990%)
€0.9905)

0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
0.2621
(0.7857)
(0.7857)

(0.1286)
(0.1286)
(0.1031H)
(0.1031)
(0.1105)
(0.1105)
(0.1105)
(0.1105)
(0.7857)
(0.7857)
(0.7857)
(0.7857)
(0.8818)
(0.8818)
(0.1031)
(0.1031)
(0.7857)
(0.7857)

(0.1993)
(0.1993)
(0.1589)
(0.1589)
(0.0165)
(0.0165)
€0.0165)
(0.0165)
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631
0.9631




HEPATOCELLULAR 94-103 1 0 4] (1.0000) 0.8688

1 LEVER HEPATOCELLULAR 94-103 2 4. 5 (1.0000) 0.8688

1" LIVER HEPATOCELLULAR FNL KILL 1 1 0 (1.0000) 0.8688

1 LIVER HEPATOCELLULAR FNL KILL 2 23 15 (1.0000) 0.8688

9 11 LIVER HEPATOCELLULAR 97 1 1 o] (1.0000) 0.8688
9 1 LIVER HEPATOCELLULAR 97 2 26 17 (1.0000) 0.8688
9 11 LIVER HEPATOCELLULAR 101 1 0 0 (1.0000) 0.8688
9 1 LIVER HEPATOCELLULAR 101 2 24 16 €1.0000) 0.8688
9 12 LIVER HEMANGLOSARCOM 53-78 1 0 1] (1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 53-78 2 10 14 (1.0000) 0.8114
9 12 LIVER HREMANGLOSARCOM 79-93 1 1 0 (1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 79-93 2 8 7 €1.0000) 0.8114
9 12 ) LIVER HEMANGLOSARCOM 94-103 1 4] ¢} (1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 94-103 2 5 5 (1.0000) 0.8114
9 12 .. LIVER HEMANGLOSARCOM FNL KILL 1 0 4} ¢1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM FNL KILL 2 26 15 ¢1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 76 1 0 0 ¢1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 76 2 41 27 (1.0000) 0.8114
9 12 LIVER . HEMANGLOSARCOM 83 1 0 0 (1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM a3 2 36 26 €1.0000) 0.8114
9 12 "LIVER HEMANGLOSARCOM 94 1 0 0 (1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 94 2 29 20 €1.0000) 0.8114
9 12 LIVER HEMANGLOSARCOM 95 1 0 0 €1.0000) 0.8114
9 12 . LIVER HEMANGLOSARCOM 95 2 29 20 (1.0000) 0.8114

Note: An '*' indicates that the dose-tumor association
may be significant (p<0.05).




Number of Animals Died by Dose and Time
Animal: Rat
Sex: Male
Number of Dose
Animals Died
cerl Low Med High Total

Time (weeks)

0-52 3 2 2 9 16
53-78 13 7 5 14 39
79-91 13 4 4 6 27
92-103 15 6 1" 6 38
FNL KILL 56 31 28 1.5 130
Total 100 50 S0 S0 250

source: AXCAN PHARMA, INC. [ 20nT0L
Intercurrent Mortality Rates

Animal Type: Rat

Sex: Male

Dose
cerl Low Med High
Cumnu Cumu Cumu Cumy

No. No. Pct. No. No. Pct. No. No. Pct. No. No. Pct.
Died Risk Died Died Risk Died Died Risk Died Died Risk Died

Tfne(uks)

0-52 3 100 3.0 2 S0 4.0 2 SO 4.0 9  5018.0 )
53-78 13 9716.0 7 4818.0 5 48 14.0 16 41 46.0

79-91 13 B429.0 4 41260 4 4322.0 & 27 58.0

92-103 15 716.0 6 3738.0 11 39460 6 21 70.0

L KILL 56 100 56.0 3 S0 62.0 28 50 56.0 15 50 30.0




source: Axcan PHARMA, INC. [Jacxte
N Survival Rates

Animal: Rat

Sex: Male

Time(wks)
0-52 53-78 79-91 92-103
No. No. No. No.

Still  Pet still Pet Still Pct Still  Pct
Alive Survival Alive Survival Alive Survival Alive Survival

Dose

cerl 97 97.0 B4 8.0 T 7.0 s6  56.0
Low 48 96.0 41 82.0 - 37 7%.0 31 . 62.0
Med «8 96.0 43 86.0 39 78.0 28 56.0
High 4 82.0 27 54.0 21 42.0 15 30.0

Source: AXCAN PNARMA,INC.-ZCNTL
Mortality Rates

Animal Type: Rat

Sex: Male
Time(wks)
0-52 53-78  79-91  92-103

Mortality Mortality Mortality Mortality
Rate Rate Rate Rate




Cumulative Percentages of Death
Animal: Rat ) . H
Sex: Male :
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Kaplan —Meier Survival Function
» Animal: Rat ’
) Sex: Male
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ADJUTT"™ ANALYSES DSNAME: C:\animal\S_RATS_M.MMS

RCT 0 1 2 3
DOSE .00  25.00 150.00 1000.00
08s 45. 19. 2. 3.
EXP 51.46  26.647 26,79 17.3
o8S/EXP .87 T2 .82 2.08
N 100 50 50 50

20X'S TEST FOR LIFE TABLE DATA

TEST STATISTICS: . EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 24.3459 26.2161 3
PROBABILITIES L0000 .0000%**

TEST STATISTICS FOR ADJUSTED TRENDS:
LOWER BOUND UPPER BOUND

CHI-SQUARE D.F. 4 Z
IYG TREND ------- 1. 23.0156 1 4.7941 4.6828
JYG PROBABILITIES 2 .0000** .0000** .0000**
1IYG DEPT FR TREND 3 1.3303
IYG PROBABILITY &4 .5142
JIYG TOT COX CHISQ@ 5 24.3459
JYG PROBABILITY 6 .0000
NUMERATOR OF 2-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 17788.604

SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 137486%90.000

EN ‘D K/W ANALYSIS (GEMAN-BRESLOW) DSNAME: C:\animal\S_RATS_M.MMsS

ihis analysis gives'n]lol_'e weight to early differences in death rates between groups than the previous Cox analysis.
VECTOR SCORE STATISTIC W

-1458 1409 -1139 4006

TEST STATISTICS: ‘ EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 28.1539 28.0017 3 -

PROBABILITIES .0000** .0000**

TEST STATISTICS FOR ADJUSTED TRENDS:
) : LOWER BOUND UPPER BOUND

, ‘ CHI-SQUARE O.F, 2 2

IYG TREND -~-=--- 1. 26.6547 15,1628 5.1622
IYG PROBABILITIES 2 .0000** .0000** .0000**
IYG DEPT FR TREND-3 1.4992

IYG PROBASILITY -4 L4726

I¥G TOTAL -------- s . 28.1539

IYG PROBABILITY -6 .0000

NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)=  3799925.000
SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 541722161718.809
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Source: AXCAN PHARMA,INC.-ZCNTL
List of Organ Names and Tumor Names

Animal: Rat

Sex: Male

Organ Name Tumor Name
ADRENAL CORTICAL ADENOMA
ADRENAL - PHEOCHROMOCYTOMA
LUNG ADENOMA
LUNG : ADENOCARCINOMA
LYMPHORETICULAR SYSTEM MALLGNANT LYMPHOMA

. PITUITARY ADENOMA  ~
SPLEEN HEMANGLOSARCOMA
SPLEEN HEMANGLOMA
TESTIS SERTOLL CELL TUMOR
TESTIS LEYDIG CELL TUMOR
TESTIS HEMANGLOMA
THYROID FOLLICULAR ADENOMA
THYROID PARAFOLLICULAR ADENOMA
BRAIN EPEND YMOMA
DUOOENUM ADENOCARC! NOMA
EPIDIDYMIS LELOMYOMA
EYE HARDERLAN GLAND ADENOMA
INTEGUMENT FIBROSARCOMA
INTEGUMENT HEMANGLOMA
INTEGUMENT CHONDROSARCOMA
JE JUNUM ADENOCARCINOMA
KIDNEY ADENOCARCINOMA
LIVER HEPATOCELLULAR CARCINOMA
LIVER HEPATOCELLULAR ADENOMA

LIVER HEMANGLOSARCOMA




TOmMNOOOWVMESWN

organ
Name

ADRENAL
ADRENAL
LUNG

LUNG
LYMPHORETICU
PITUITARY
SPLEEN
SPLEEN
TESTIS
TESTIS
TESTIS
THYROID
THYROID
BRAIN
DUODENUM
EPIDIDYMIS
EYE
INTEGUMENT
INTEGUMENT
INTEGUMENT
JEJUNUM
KIDNEY
LIVER
LIVER
LIVER

Note:

Tumor
Name

CORTICAL ADENO
PHEOCHROMOCYTO
ADENQCARC INOMA
ADENOMA
MALLGNANT LYMP
ADENOMA
HEMANGLOMA
HEMANGLOSARCOM
HEMANGLOMA
LEYDIG CELL TV
SERTOLL CELL T
FOLLICULAR ADE
PARAFOLLICULAR
EPENDYMOMA
ADENOCARCINOMA
LELOMYOMA
HARDERLAN GLAN
CHONDROSARCOMA
F1BROSARCOMA
HEMANGLOMA
ADENOCARCINOMA
ADENOCARC INOMA
HEMANGLOSARCOM
HEPATOCELLULAR
HEPATOCELLULAR

Animal Type: Rat

Sex: Male
Tumor Exact
Type P
S- 0.6329
S- 1.0000
M- (0.0340)
M- €0.7014)
M- (0.0857)
S- 1.0000
S- 0.2222
N- (0.8386)
S- 0.1194
S- 1.0000
S- 0.1156
S- 1.0000
S- 1.0000
S- 1.0000
S- 0.1154
S- 1.0000
S- 0.5693
S- 0.3590
S- 1.0000
S- 1.0000
S- 0.1579
M+ €0.0074)
M- (0.9419)
M- (0.7431)
M- (0.9695)

Tumor Type=M indicates that the
Tumor Type=S indicates that the

Source:- AXCAN PHARMA,INC. -ZCNTL

Test of Trend Based on the Tumor Data

Asymp
P

(0.2036)
(0.6899)
0.0098
0.7086
0.0813
(0.7588)
€0.0318)
0.8133
€0.0038)
(0.6899)
¢0.0033)
(0.6899)
(0.5899)
€0.7955)
(0.0033)
(0.6899)
(0.6610)
(0.0920)
(0.6912)
(0.6899)
(0.0116)
0.0005
0.9252
0.7953
0.9567

#1ncid Dose
/ctris 25

1/100 0
1/100 0
3/100 0
22/100. 4
8/100 4
2/100 0
07100 0
17100 3
0/100 0
17100 0
0/100 0
17100 0
17100 0
17100 0
0/100 0
17100 0
0/100 1
0/100 0
17100 0
17100 0
0/100 0
17100 0
3/100 5
4/100 0
127100 10

tumor is fatal to some but not all animals.
tumor is fatal or non-fatal to atl animals.

Symbol '+' indicates a significant positive linear dose-tumor trend.

symbol '-*' indicates a non-significant positive linear dose-tumor trend.

Dose
150

WNJ—*OOODOOOOOOQQDQDOQO—'OO

Dose
1000
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Source: AXCAN PHARMA,INC.-ZCNTL
Pairwise Comparisons
Dosage Pair: 0 vs 1000
Species: Rat
Sex: Male
Organ Tumor

Organ : Code Tumcr Code Strata Row Y _1e3 Exact p Asmp p
ADRENAL 1 CORTICAL ADENOMA 1 2 1 0 1 0.6202 (0.3380)
ADRENAL 1 CORTICAL ADENOMA 1 2 2 13 13 0.6202 (0.3380)
ADRENAL . 1 CORTICAL ADENOMA 1 "9 1 1 0 0.6202 (0.3380)
ADRENAL : 1 CORTICAL ADENOMA 1 9 2 S5 15 0.6202 (0.3380)
ADRENAL ‘ 1 PHEOCHROMOCY TOMA 2 9 1 1 -0 1.0000 (0.6981)
ADRENAL 1 PHEOCHROMOCY TOMA 2 9 2 55 15 1.0000 (0.6981)
LUNG : 10 ADENOMA 13 2 1 1 0 €0.9092) 0.8546
LUNG 10 ADENOMA 13 2 2 1 13 (0.9092) 0.8546
LUNG . 10 ADENOMA 13 3 1 1 0 (0.9092) 0.8546
LUNG 10 ADENOMA 13 3 2 9 5 (0.9092) 0.8546
LUNG ‘ 10 ADENOMA 13 4 1 1 0 (0.9092) 0.8546
LUNG 10 ADENOMA 13 4 2 12 5 (0.9092) 0.8546
LUNG ) 10 ADENOMA 13 9 1 13 1 (0.9092) 0.8546
LUNG : 10 . AD ENOMA 13 9 2 43 1% (0.9092) 0.8546
LUNG : 10 ADENOMA 13 74 1 0 1 (0.9092) 0.8546
LUNG . 10 ADENOMA 13 74 2 89 28 (0.9092) 0.8546
LUNG 10 ADENOMA 13 78 1 1 0 (0.9092) 0.8546
LUNG 10 ADENOMA 13 78 2 84 27 (0.9092) 0.8546
LUNG 10 ADENOMA 13 75 1 3 ] €0.9092) 0.8546
LUNG ) 10 ADENOMA 13 79 2 83 27 (0.9092) 0.8546
LUNG 10 ADENOMA 13 87 1 1 1 (0.9092) 0.8546
LUNG ‘ 10 ADENOMA 13 87 2 74 22 (0.9092) 0.8546
LUNG ' 10 ADENOMA 13 N 1 1 0 (0.9092) 0.8546
LUN . 10 ADENOMA 13 91 2 71 22 (0.9092) 0.8546
L . 10 ADENOMA 13 9% 1 0 o] (0.9092) 0.8546
LUNL . E 10 ADENOMA 13 94 2 68 20 (0.9092) 0.8546
LUNG ’ 10 ADENOMA 13 100 1 2 o} (0.9092) 0.8546
LUNG S 10 ADENOMA 13 100 2 60 16 (0.9092) 0.8546
LUNG ) fo 10 ADENOMA 13 102 10 1 (0.9092) 0.8546
LUNG . ‘ 10 ADENOMA 13 102 2 57 15 (0.9092) 0.8546
LUNG : 10 ADENOCARCINOMA 4 3 1 0 0 (0.1062) *0.0374
LUNG 10 ADENOCARCINOMA 4 3 2 13 6 €0.1062) *0.0374
LUNG ' 10 ADENOCARCINOMA 4 4 1 0 0 (0.1062) *0.0376
LUNG : 10 ADENDCARCINOMA [A 4 2 14 5 (0.1062) *0,0376
LUNG . 10 ADENOCARCINOMA 4 9 1 2 1 (0.1062) *0.0374 - ;

~ LUNG 10 ADENOCARCINOMA b 9 2 54 13 (0.1062) «0.0374 i
LUNG ' 10 ADENOCARCINOMA 4 95 1 0 1 (0.1062) *0.0374
LUNG 10 ADENOCARCINGMA 4 95 2 68 19 (0.1062) *0.0376
LUNG 10 ADENOCARCINOMA 4 100 1 1 0 (0.1062) *0.0374

. LUNG 10 ADENOCARCINOMA 4 100 2 61 16 (0.1062) *0.0374
LUNG 10 ADENOCARCINOMA 4 104 1 0 1 (0.1062) *0.0374
LUNG 10 ADENOCARCINOMA 4 104 2 56 14 (0.1062) *0.0374
LYMPHORETICULAR SYST n MALLGNANT LYMPHOMA 14 1 1 0 1 €0.1397) 0.0862
LYMPHORET ICULAR SYST " MALLGNANT LYMPHOMA 14 1 2 3 7 (0.1397) 0.0862
LYMPHORETICULAR SYST 1 MALLGNANT LYNPHOMA 14 2 1 2 3 (0.1397) 0.0862
LYMPHORET ICULAR SYST 11 MALLGNANT LYMPHROMA 1% 2 2 1 10 (0.1397) 0.0862
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 ) 3 1 1 0 ¢0.1397) 0.0862
LYMPHORETICULAR SYST " MALLGNANT LYMPHOMA 14 3 2 1 5 €0.1397) 0.0862
LYMPHORETICULAR SYST " MALLGNANT LYMPROMA 14 4 1 [¢] 0 (0.1397) 0.0862
LYMPHORETICULAR SYST 1B MALLGNANT LYMPHOMA 14 4 2 13 6 (0.1397) 0.0862
LYMPHORETICULAR SYST " MALLGNANT LYMPHOMA 14 9 1 2 1 (0.1397) 0.0862
_YMPHORET ICULAR SYST. 1" MALLGNANT LYMPHOMA 14 9 2 54 14 (0.1397) 0.0862
_LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 1% 37 1 0 1 (0.1397) 0.0862
_YMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 14 37 2 97 (%4 (0.1397) 0.0862
_YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 41 1 Q 0 (0.1397) 0.0862
LYMPHORET ICULAR SYSI_': 1" MALLGNANT LYMPHOMA 14 41 2 97 42 (0.1397) 0.0862
LYMPY  “TICULAR SYST 11 MALLGNANT LYMPHOMA 3 44 1 0 0 (0.1397) 0.0862




LYMPHORETICULAP, SYST
LY"  “ETICULAR ‘SYST
L - TICULAR SYST
LY. LETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
LYMPHORETICULAR SYST
PITUITARY :
PITUITARY
SPLEEN
SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEEN

SPLEFN

THYROID
BRAIN

- BRAIN

DUCDENUM
DUCDENUM
EPIDIDYMIS
EPIDIDYMIS
EYE

EYE
INTEGUMENT
INTEGUMENT
INTEGUMENT .
INTEGUMENT.
INTEGUMENT
INTEGUMENT
INTEGUMENT
INTEGUMENT
JEJUNUM
JEJUNUM
KIDNEY
KIDNEY
KION™

OE@M NNV NERAWWNN

MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
ADENOMA

ADENOMA
HEMANGLOSARCOMA
HEMANGLOSARCONA
HEMANGLOSARCONA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOMA
HEMANGLOMA
SERTOLL CELL TUMOR
SERTOLL CELL TUMOR
LEYDIG CELL TUMOR
LEYDIG CELL TUMOR
HEMANGLOMA
HEMANGLOMA
HEMANGLOMA
HEMANGLOMA
FOLLICULAR ADENOMA
FOLLICULAR ADENOMA
PARAFOLLICULAR ADENO
PARAFOLLICULAR ADENQ
EPENDYMOMA
EPENDYMOMA
ADENOCARCINOMA
ADENQCARCINOMA
LELOMYOMA
LELOMYOMA
HARDERLAN GLAND ADEN
HARDERLAN GLAND ADEN
FIBROSARCOMA
F1BROSARCOMA
F1BROSARCOMA
F1BROSARCOMA
HEMANGLOMA
HEMANGLOMA
CHONDROSARCOMA
CHONDROSARCOMA
ADENOCARCINOMA
ADENQCARCINOMA
ADENOCARCINOMA
ADENOCARCINOMA
AOENOCARCINOMA

16

18
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44 2 97 42 (0.1397)
69 1 0 0 €0.1397)
69 2 92 .33 (0.1397)
74 1 0 1 (0.1397)
74 2 8% 28 (0.1397)
83 1 0 1 (0.1397)
83 2 78 25 (0.1397)
87 1 1 0 (0.1397)
87 2 74 23 (0.1397)
9 1 v} 0 (0.1397)
91 2 n 22 (0.1397)
96 1 0 0 (0.1397)
9% 2 68 20 (0.1397)
98 1 0 0 (0.1397)
98 2 64 17 (0.1397)
99 1 1 0 (0.1397)
99 2 62 17 (0.1397)
100 1 1 0 (0.1397)
100 2 61 16 (0.1397)
103 1 0 0 ¢0.1397)
103 2 57 15 (0.1397)
9 1 2 0 1.0000
9 2 54 15 1.0000
4 1 0 0 (1.0000)
4 2 15 6 (1.0000)
9 1 1 0 (1.0000)
9 2 55 15 (1.0000)
94 1 0 0 (1.0000)
96 2 68 20 (1.0000)
95 1 0 0 (1.0000)
95 2 68 20 ¢1.0000)
101 1 0 0 €1.0000)
101 2 59 16 €1.0000)
3 1 0 1 0.3158
3 2 13 S 0.3158
9 1 0 1 0.2113
9 2 56 14 0.2113
9 1 1 0 1.0000
9 2 55 15 1.0000
4 1 0 0 0.2192
4 2 15 5 0.2192
102 1 0 1 0.2192
102 2 57 15 0.2192
9 1 1 0 1.0000
9 2 55 15 1.0000
9 1 1 0 1.0000
9 2 55 15 1.0000
2 1 1 0 1.0000
2 2 12 14 1.0000
9 1 0 1 0.2113
9 2 56 14 0.2113
9 1 1 0 1.0000
9 2 55 15 1.0000
9 1 0 0
9 2 S6 15
4 1 0 0 1.0000
4 2 16 6 1.0000
101 1 1 0 1.0000
101 2 58 16 1.0000
9 1 1 0 1.0000
9 2 55 15 1.0000
2 1 0 1 0.5185
2 2 13 13 0.5185
4 1 0 1 0.2857
4 2 15 S 0.2857
4 1 0 1 (0.0606)
4 2 14 5 (0.0406)
9 1 0 2 (0.0406)
D.M.c.8

0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
0.0862
(0.7697)
(0.7697)
0.6981
0.6981
0.6981
0.6981
0.6981
0.6981
0.6981
0.6981
0.6981
0.6981
(0.0707)
€0.0707)
(0.0267)
(0.0267)
(0.6981)
(0.6981)
(0.0296)
(0.0296)
(0.0296)
(0.0296)
(0.6981)
(0.6981)
(0.6981)
(0.6981)
(0.8505)
(0.8505)
(0.0267)
(0.0267)
(0.6981)
(0.6981)

(0.6991)
(0.6991)
(0.6991)
(0.6991)
(0.6981)
(0.6981)
(0.1679)
(0.1679)
(0.0571)
(0.0571)
*0.0070

*0.0070

*0.0070




K1DNEY 8 ADENOCARCINQOMA 4 9 2 56 13 (0.0406) *0.0070
KIp 8 ADENOCARCINOMA ) & 101 1 1 0 (0.0406) *0.0070
Kl 8 ADENOCARCINOMA 4 101 2 58 16 (0.0406) *0.0070
Liv. 9 HEPATOCELLULAR CARCI 10 1 1 0 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 1 2 3 9 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 2 1 1 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 2 2 1n 14 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 3 1 0 0 (0.9803) 0.933%
LIVER 9 HEPATOCELLULAR CARC1 10 3 2 12 6 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 4 1 1 0 (8.9803) 0.9331
LIVER -9 HEPATOCELLULAR CARCI 10 4 2 13 6 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 9 1 7 1 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 9 2 49 14 (0.9803) 0.933
LIVER 9 HEPATOCELLULAR CARCI 10 51 1 0 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 51 2 97 42 (0.9803) 0.933
L1VER 9 HEPATOCELLULAR CARCI 10 g ] 1 1 0 (0.9803) 0.9331
LIVER ? HEPATOCELLULAR CARCI 10 7 2 a8 27 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 76 1 0 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 76 2 87 27 (0.9803) 0.933
LIVER 9 HEPATOCELLULAR CARCI 10 a8 1 1 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 as 2 3 22 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 9% 1 0 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 . 94 2 68 20 (0.9803) 0.9331
LIVER 9 MEPATOCELLULAR CARCI 10 95 1 1 0 (0.9803) 0.933%
LIVER 9 HEPATOCELLULAR CARCI 10 95 2 &7 20 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 98 1 0 0 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR CARCI 10 98 2 64 17 (0.9803) 0.9331
LIVER 9 HEPATOCELLULAR ADENO 1 4 1 0 0 €1.0000) 0.8517
LIVER 9 HEPATOCELLULAR ADENO 1 2 2 14 6 (1.0000) 0.8517
LIVER 9 HEPATOCELLULAR ADENO 1 9 1 3 0 (1.0000) 0.8517
LIVER 9 HEPATOCELLULAR ADENO 1 9 2 53 15 (1.0000) 0.8517 _ ' S
LIVER 9 HEPATOCELLULAR ADENO 1 97 1 1 0 ¢1.0000) 0.8517 [
LIVER 9 HEPATOCELLULAR ADENO 1 97 2 64 17 (1.0000) 0.8517
LIVER 9 HEPATOCELLULAR ADENO T 101 1 0 0 ¢1.0000> 0.8517
Liv 9 HEPATOCELLULAR ADENO 11 101 2 59 16 ¢1.0000) 0.8517
tn 9 HEMANGLOSARCOMA 12 2 1 0 -0 (1.0000) 0.8400
Live. 9 HEMANGLOSARCOMA 12 2 2 13 14 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 3 1 1 0 ¢1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 3 2 12 6 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 o 1 0 0 (1.0000) 0.8400
LIVER -9 NEMANGLOSARCOMA 12 4 2 14 6 €1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 9 1 1 0 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 9 2 S5 15 ¢1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 76 1 0 0 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 76 2 87 27 (1.0000> 0.8400
LIVER 9 HEMANGLOSARCOMA 12 a3 1 0 0 ¢1.0000) 0.8400 -
LIVER 9 HEMANGLOSARCOMA 12 a3 2 78 26 ¢1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 96 1 0 0 €1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 94 2 68 20 €1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 95 1 0 0 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 95 2 68 20 (1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 103 1 1 0 €1.0000) 0.8400
LIVER 9 HEMANGLOSARCOMA 12 103 2 56 15 (1.0000) 0.8400

Note: Am '**' indicates that the dose-tumor association
may be significant (p<0.05).




Number of Animals Died by Dose and Time

Animal: MOUSE
CIONTROL GROUP 1

Sex: FEMALE
Number of Dose
- Animals Died
CTRL LOW MED HIGH Total
Time (weeks)
0-52 2 1 4 1 8
53-78 3 6 7 6 22
79-93 8 9 6 12 35
94-103 10 6 6 8 30
FNL KILL 27 28 27 23 105
Total 50 S0 50 50 200
Source: AXCAN PHARMA, INC. -
Intercurrent Mortality Rates
Animal Type: MOUSE
Sex: FEMALE
Dose
CTRL Low MED
7 Cumu Cumu Cumu
No. No. Pct. No. No. Pct. No. No. Pct. No.
Died Risk Died Died Risk Died Died Risk Died Died
Time(wks)
0-52 2 50 4.0 1 S0 2.0 4 50 8.0 1
53-73 3 48 10.0 6 49 14.0 7 46 Zé.ﬂ 6
79-53 8 45 26.0 9 43 32.0 6 39 34.0 12
94-103 10 37 456.0 6 34 44.0 - 6 33 46.0 8
ENL KILL 27 50 54.0 28 50 56.0 27 50 54.0 23

HIGH
Cumu

No. Pect.
Risk Died

50 2.0
.49 4.0
43 38.0
31 54.0

50 46.0




Dose

CTRL
Low

MED

HIGH

source: axcan prarma, tne. [

Survival Rates
Animal: MOUSE
CONTROL GROUP 1
Sex: FEMALE
Time(wks)
0-52 53-78 79-93 94-103
No. No. No. No.

Stitl Pct Stitl Pct Still  Pet Still Pct
Alive Survival Alive Survival Alive Survival Alive Survival

48 96.0 45 90.0 37 74.0 27 54.0
49 98.0 43 86.0 34 68.0 28 56.0
&6 92.0 39 78.0 33 66.0 27 54.0
49 98.0 43 86.0 k1) 62.0 23 46.0

source: axcan PHarma, Inc. [

Mortality Rates
Animal Type: MOUSE

Sex: FEMALE

Time(wks) )
0-52 53-78  79-93  94-103

Mortality Mortality Mortality Mortality
Rate Rate Rate Rate




CONTROL GROUP 1

Cumulative Percentages of Death

Animal: MOUSE
Sex: FEMALE
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Dose: OCOOCIRL 220Z tow © 9 ©° MED '—"-AAHIGHJ
Source: AXCAN PHARMA. INC. -
Kaplan—Meier Survival Function
Animal: MOUSE
Sex: FEMALE
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CONTROL GROUP 1
COX'S TEST FOR LIFE TABLE DATA

T ATISTICS: EXACY INVERSE CONSERVATIVE D.F.
«UES OF CHI-SQUARE 1.0662 1.04649 3
PROBABILITIES .7901 . 7904

TEST STATISTICS FOR ADJUSTED TRENDS:
LOWER BOUND UPPER BOUND

CHI-SQUARE O.F. z z
JYG TREND ------- 1 1.0037 1 .9987 .8943
JYG PROBABILITIES 2 3164 .1590 .1856
JYG DEPT FR TREND 3 .0425
JYG PROBABILITY & .9790
JYG TOT COX CHISQ S - 1.0462
JYG PROBABILITY 6 . 7901
NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 3960.224

SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 15625300.000

SENERALIZED K/W ANALYSIS (GEHAN-BRESLOW) DSNAME: C:\ANIMAL\S_MICE_F.NMS

This analysis gives more weight to early differences in death rates between groups than the previous Cox analysis.

VECTOR SCORE STATISTIC W

-546 =251 228 569

"EST STATISTICS: EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 1.2643 1.2631 3
PONBABILITIES 7376 7379

TE (ISTICS FOR ADJUSTED TRENDS:

LOWER BOUND UPPER BOUND

: CHI-SQUARE O.F. 14 z
1YG TREND ------- 1. .9209 1 .9596 .9590
iYG PROBABILITIES 2 L3372 .1686 .1688
iYG DEPT FR TREND-3 - .3434
IYG PROBABILITY -4 . .8423
'YG TOTAL ----=---- 5: 1.2643
:YG PROBABILITY -6 7376
NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 596925.000

SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 386904665678.506
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Source: AXCAN PHARMA, INC.-
r Names

List of Organ Names and Tumo

Animat: MOUSE
CONTROL GROUP 1

Sex: FEMALE
Organ Name Tumor Name
LUNG ADENOMA
LUNG ADENOCARCINOMA

LYMPHORETICULAR SYSTEM
PITUITARY
SPLEEN
SPLEEN
THYRO!ID
THYRO!ID
MAMMARY GLAND
STOMACH
STOMACH
OVARY
OVARY
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
VAGINA
MISC.
DUODENUM
INTEGUMENT
INTEGUMENT
LIVER
LIVER
LIVER

MALLGNANT LYMPHOMA
ADENOMA
HEMANGLOSARCOMA
HEMANGLOMA
FOLLICULAR ADENOMA
PARAFOLLICULAR ADENOMA
ADENOCARCINOMA
LELOMYOMA
FIBROSARCOMA

TUBULAR ADENOMA
PAPILLARY CYSTADENOMA
HEMANGLOSARCOMA
ENDOMETRIAL POLYP
OSTEOSAROMA
LEIOMYOSARCOMA
LELOMYOMA

POLYP

ADENQCARCINOMA PRIMARY SITE UN

F IBROSARCOMA
TRICNOEPITHELLOMA
FIBROSARCOMA
HEPATOCELLULAR CARCINOMA
HEPATOCELLULAR ADENOMA
HEMANGLOSARCOMA




Organ
Name

LUNG
LUNG
LYMPHORETICU
PITUITARY
SPLEEN
SPLEEN
THYROID
THYROID
MAMMARY GLAN
STOMACH
STOMACH
OVARY

OVARY

UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
VAGINA

MISC.
DUODENUM
INTEGUMENT
INTEGUMENT
LIVER
LIVER
LIVER

source: Axcan PHARMA, INc. [

Test of Trend Based on the Tumor Data

Animal Type: MOUSE
CONTROL GROUP 1
Sex: FEMALE

Tumor Tunor Exact
Name Type <]
ADENOCARC INOMA M- (0.9926)
ADENOMA M- (0.6327)
MALLGNANT LYMP M- (0.1762)
ADENOMA M- (0.6056)
HEMANGLOMA S- 0.2137
HEMANGLOSARCOM M- (0.51460)
FOLLICULAR ADE S- 0.0463
PARAFOLL ICULAR S- 0.2190
ADENOCARC I NOMA S- 0.5409
F1BROSARCOMA S- 0.7429
LELOMYOMA S- 1.0000
PAPILLARY CYST M- (0.5096)
TUBULAR ADENOM §- 0.2190
ENDOMETRIAL PO S- 0.8370
HEMANGLOSARCOM S~ 0.5309
LE [OMYOSARCOMA S- 0.4761
LELOMYOMA M- (0.9514)
OSTEOSAROMA S- 1.0000
POLYP S- 0.7429
ADENOCARCINOMA S- 1.0000
FIBROSARCOMA S- 0.7429
F IBROSARCOMA S- 0.2667
TRICHOEPITHELL M- €0.8082)
HEMANGLOSARCOM M- (0.4057)
HEPATOCELLULAR S- 0.3600
HEPATOCELLULAR S~ 0.7990

Asymp
p

0.92%0
0.6378
0.1747
0.6804-
(0.0289
0.5099
(0.0040)
(0.0310)
€0.5161)
(0.7287)
(0.7617)
0.4059
(0.0310)
€0.7919)
(0.7140)
(0.6146)
0.9427
(0.7489)
€0.7287)
€0.7493)
€0.7287)
(0.0501)
0.8387
0.3723
(0.4358)
€0.8582)

#incid
/Ctris

3/50
13/50
13/50
1/50
0/50
1/50
0/50
0/50
3/50
0/50
1/50
1/50.
0/50
3/50
0/50
0/50 .
3/50
1/50
0/50
1/50
0/50.
0/50
0/50°
0/50
1/50
0/50

Dose
25

WONNO 202 O0ONOOWO2O2,P0020NVWN

Dose
150

-

2 NOOOOOQCOON2NOOLOOO—,OO-O0ONMO

Dose
1000

O+ 2 OO0~ 0000000 == 2 00W—=N——-2VOOQ




Pairwise Comparisons
Dosage Pair: 0 vs 1000

Species: Mouse

CONTROL GROUP 1
Sex: Female

Organ Tumor

organ Code Tumor Code Strata Row _0 1E3 Exact p Asmp p
LUNG : 10 ADENOMA 13 2 1 0 0 (0.9573) 0.9270
LUNG . 10 ADENOMA 13 2 2 3 5 €0.9573) 0.9270
LUNG 10 ADENOMA 13 3 1 2 0 (0.9573) 0.9270
LUNG 10 ADENOMA 13 3. 2 5 1 (0.9573) 0.9270
LUNG : 10 ADENOMA 13 4 1 2 2 (0.9573) 0.9270
LUNG 10 ADENOMA 13 4 2 7 5 ¢0.9573) 0.9270
LUNG 10 ADENOMA 13 9 1 7 1 (0.9573) 0.9270
LUNG 10 ADENOMA 13 9 2 20 22 (0.9573) 0.9270
LUNG 10 . ADENOMA 13 3 1 0 1 (0.9573) 0.9270
LUNG 10 ADENOMA 13 74 2 &7 45 (0.9573) 0.9270
LUNG 10 ADENOMA 13 86 1 0 1 (0.9573) 0.9270
LUNG 10 ADENOMA 13 86 2 43 38 (0.9573) 0.9270
LUNG ) 10 ADENOMA 13 92 1 1 V] (0.9573) 0.9270
LUNG 10 ° ADENOMA 13 92 2 39 35 (0.9573) 0.9270
LUNG . 10 ADENOMA 13 96 1 1 1 €0.9573) 0.9270
LUNG . 10 ADENOMA 13 96 2 318 28 (0.9573) 0.9270
LUNG : 10 ADENOCARCINOMA 4 2 1 0 0 (1.0000) 0.9442
LUNG 10 ADENOCARC INOMA 6 2 2 3 6 (1.0000) 0.9442
LUNG . 10 ADENOCARCINOMA 4 3 1 0 0 €1.0000) 0.9442
LUNG 10 ADENOCARCINOMA 4 3 2 8 12 €1.0000) 0.9442
LUNG 10 ADENOCARC I NOMA 4 4 1 o 0 €1.0000) 0.9462 -
LUNG 10 ADENOCARC I NONA 4 A 2 9 8 €1.0000) 0.9642
LUNG 10 ADENOCARC INOMA 4 9 1 2 0 (1.0000) 0.9442
Ly : 10 ADENOCARCINOMA 4 9 2 25 23 (1.0000) 0.9442
LU .10 ADENCCARC INOMA 4 w 1 0 0 ¢1.0000) 0.9642
LUNG ‘ 10 ADENOCARC I NOMA 4 77 2 45 43 €1.0000) 0.9642
LUNG _ C 10 ADENOCARC I NOMA 4 92 1 0 0 (1.0000) 0.9442
LUNG ‘ ‘ 10 ADENOCARCINOMA 4 92 2 40 35 ¢1.0000) 0.9642
_ LUNG ) 10 ADENOCARC I NOMA 4 103 1 1 0 €1.0000) 0.9442
LUNG 10 ADENOCARC INOMA 4 103 2 28 23 ¢1.0000) 0.9442
LYMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 1% 1 1 0 0 (0.3542) 0.2828
LYMPHORET ICULAR SYST 1 MALLGNANT LYMPHOMA 1% 1 2 2 1 (0.3542) 0.2828
LYMPHORET ICULAR SYST 1" MALLGNANT LYMPHOMA 16 2 1 1 1 (0.3542) 0.2828
LYMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 1% 2 2 1 3 (0.3542) 0.2828 i
LYMPHORET ICULAR SYST n MALLGNANT LYMPNOMA 14 3 1 4 2 (0.3542) 0.2828
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 16 3 2 3 6 €0.3542) 0.2828
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 1% 4 1 2 1 €0.3542) 0.2828
LYMPHORETICULAR SYST n MALLGNANT LYMPHOMA 14 4 2 8 5 €0.3542) 0.2828
LYMPHORETICULAR SYST " MALLGNANT LYMPHOMA 14 9 1 4 3 (0.3562) 0.2828
LYMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 9 2 23 20 (0.3542) 0.2828
LYMPHORETICULAR SYST n MALLGNANT LYMPHOMA 16 51 1 0 0 (0.3542) 0.2828
LYMPHORETICULAR SYST M MALLGNANT LYMPHOMA 1% 51 2 48 S0 (0.3542) 0.2828
LYMPHORETICULAR SYST N MALLGNANT LYMPHOMA 1% 59 1 0 0 (0.3562) 0.2828
LYMPHORETICULAR SYST n MALLGNANT LYMPHOMA 14 59 2 48 49 (0.3542) 0.2828
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 1% 14 1 0 1 (0.3542) 0.2828
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 1% B 2 47 L6 (0.3542) 0.2828
LYMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 16 74 1 0 0 (0.3542) 0.2828
LYMPHORETICULAR SYST N MALLGNANT LYMPHOMA 146 74 2 47 46 €0.3542) 0.2828
LYMPHORETICULAR SYST 1M MALLGNANT LYMPHOMA 1% 76 1 1 1 (0.3542) 0.2828
LYMPHORET1CULAR SYST 1" MALLGNANT LYMPHOMA 16 76 2 45 44 (0.3562) 0.2828
LYMPHORETICULAR SYST 1M MALLGNANT LYMPHOMA 1% 84 1 0 1 (0.3542) 0.2828
LYMPHORETICULAR SYST " MALLGNANT LYMPHOMA 1% 84 2 44 40 (0.3542) 0.2828
LYMPHORETICULAR SYST n MALLGNANT LYMPHOMA 1% 86 1 0 1 €0.3542) 0.2828
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 16 86 2 43 38 (0.3542) 0.2828
LYMPHORETTCULAR SYST n MALLGNANT LYMPHOMA 1% 90 1 0 1 (0.3542) 0.2828
LYMPHORETICULAR SYST. n MALLGNANT LYNPHOMA 1% 90 2 41 36 (0.3542) 0.2828
LYNP “ICULAR SYST 1 MALLGNANT LYNPHOMA 14 92 1 1 0 €0.3542) 0.2828



LYMPHORET I CULAR
LYP™ ““ETICULAR
L _ TICULAR
Ly :TICULAR
LYMFnURET I CULAR
LYMPHORET I CULAR
LYMPHORET I CULAR
LYMPHORET I CULAR
LYMPHORET 1 CULAR
LYMPHORET ] CULAR
LYMPHORET 1 CULAR
LYMPHORET 1 CULAR
LYMPHORET1CULAR
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
PITUITARY
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPLEEN
SPL”
sP .
SPL
SPLEEN
SPLEEN
THYROID
THYROIOD
- THYROID
THYROID
MAMMARY GLAND
MAMMARY GLAND
MAMMARY GLAND
MAMMARY GLAND
MAMMARY GLAND
" MAMMARY GLAND
MAMMARY GLAND
MAMMARY GLAND
STOMACH
STOMACH
STOMACH
STOMACH
OVARY
OVARY
OVARY
OVARY
OVARY
OVARY
OVARY
OVARY
JVARY
OVARY
UTERUS
JTERUS
JTERI*S

SYST
SYST
SYST
SYST
SYST
SYST
SYST
SYST
SYST
SYST
SYST
SYST

MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
MALLGNANT LYMPHOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA
ADENOMA

- ADENOMA

ADENOMA
ADENOMA
ADENOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOMA
HEMANGLOMA
HEMANGLOMA
HEMANGLOMA
FOLLICULAR ADENOMA
FOLLICULAR ADENOMA
PARAFOLLICULAR ADENO
PARAFOLLICULAR ADENO
ADENOCARCINOMA
ADENOCARC INOMA
ADENOCARC I NOMA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARCINOMA
ADENOCARC I NOMA
ADENOCARCINOMA
LELOMYQOMA

LELOMYOMA
FIBROSARCOMA
F1BROSARCOMA
TUBULAR ADENOMA
TUBULAR ADENOMA
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTADENOM
PAPILLARY CYSTAOENOM
HEMANGLOSARCOMA
HEMANGLOSARCOMA
HEMANGLOSARCOMA
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(0.3542)
€0.3542)
€0.3542)
(0.3542)
(0.3542)
(0.3542)
€0.3542)
(0.3542)
€0.3542)
(0.3542)
€0.3542)
€0.3542)
€0.3542)
€0.7090)
(0.7090)
€0.7090)
€0.7090)
€0.7090)
€0.7090)
€0.70%0)
(0.7050)
(0.7090)
(0.7090)
€0.7769)
€0.7769)
€0.7769)
(0.7769)
(0.7769)
(0.7769)
€0.7769)
€0.776%9)
(0.7769)
(0.776%9)
(0.7769)
(0.7769)
0.4237
0.4237
0.4237
0.4237
0.2065
0.2065
0.4600
0.4600
0.6189
0.6189
0.6189
0.6189
0.6189
0.6189
0.6189
D.6189
1.0000
1.0000

0.4600

0.4600

(0.7090)
(0.7090)
(0.7090)
(0.7090)
(0.7090)
(0.7090)
(0.7090)
(0.7090)

0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.2828
0.4554
0.4554
0.4554
0.4554
0.4554
0.4554
0.4554
0.4554
0.4554
0.4554
0.5243
0.5243
0.5243
0.5243
0.5243
0.5243
0.5243
0.52463
0.5243 .
0.5243
0.5243
0.5243
(0.1219)
€0.1219)
(0.1219)
(0.1219)
(0.0609)
(0.0609)
(0.1395)
(0.1395)
(0.4564)
(0.4564)
(0.4564)
(0.4564)
(0.4564)
(0.4564)
(0.4564)
(0.4564)
(0.8147)
(0.8147)

(0.1395)
(0.1395)
0.4554
0.455¢4
0.455¢4
0.4554
0.4554
0.4554
0.4554
0.455¢4




UTERUS 20 HEMANGL OSARCOMA 12 9 2 27 23
1) ¢ 20 ENDOMETRIAL POLYP 26 3 1 0 1 0.917 (0.7997)
)] 20 ENDOMETRIAL POLYP 24 4 2 10 7 0.917 (0.7997)
ute 20 ~ ENDOMETRIAL POLYP 24 9 1 3 0 0.9171 (0.7997)
UTERUS 20 ENDOMETRIAL POLYP 26 9 2 24 23 0.9171 (0.7997)
UTERUS 20 OSTEOSAROMA 25 4 1 0 0 1.0000 (0.8123)
UTERUS 20 OSTEOSAROMA 25 4 2 9 8 1.0000 0.8123)
UTERUS 20 OSTEOSAROMA 25 96 1 1 0 1.0000 €0.8123)
UTERUS 20 OSTEOSAROMA 25 95 2 36 29 1.0000 €0.8123)
UTERUS 20 LE1OMYOSARCOMA 26 9 1 0 /]
UTERUS 20 LE1OMYOSARCOMA 26 9 2 27 23
UTERUS 20 LELOMYOMA 5 2 1 0 0 (1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 2 2 3 é ¢1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 3 1 0 0 (1.0000) 0.9450

. UTERUS 20 LELOMYOMA 5 3 2 8 12 ¢1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 4 1 2 0 (1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 4 2 8 8 (1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 9 1 1 "0 (1.0000) 0.9450
UTERUS 20 LELOMYOMA 3 9 2 26 3 (1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 70 1 0 0 ¢1.0000) 0.9450
UTERUS 20 LELOMYOMA 5 70 2 48 47 €1.0000) 0.9450
VAGINA 21 POLYP 27 9 1 0 0
VAGINA 2 POLYP 27 9 2 27 23
MISC. 22 ADENOCARCINOMA PRIMA 28 9 1 1 0 1.0000 €0.8222)
MISC. 22 ADENOCARCINOMA PRIMA 28 9 2 26 23 1.0000 ¢0.8222)
DUODENUM 3 F 1BROSARCOMA 7 9 1 0 0
JUCDENUM 3 F 1BROSARCOMA 7 9 2 27 23
INTEGUMENT 6 TRICHOEP I THELLOMA 19 3 1 0 0
INTEGUMENT 6 TRICHOEP I THELLOMA 19 3 2 8 12
INTEGUMENT 6 TRICHOEP I THELLOMA 19 4 1 0 o
INTEGUMENT 6 TRICHOEPITHELLOMA - 19 4 2 10 8
INTEGUMENT 6 TRICHOEP ITHELLOMA 19 95 | 0 0
INTEGUMENT 3 TRICHOEPITHELLOMA 19 95 2 37 31
INTEG! MENT 6 F 1BROSARCOMA 7 4 )| 0 1 0.4444 (0.1320)
INT T 6 F IBROSARCOMA 7 4 2 10 7 0.44bs (0.1320)
1D LI 9 HEPATOCELLULAR CARCI 10 9 1 0 "0
L1Ve. 9 HEPATOCELLULAR CARCI 10 9 2 27 23
LIVER 9 HEPATOCELLULAR ADENO 1 3 1 0 1 0.7840 (0.5345)
_IVER 9 HEPATOCELLULAR ADENO 7 3 2 8 n 0.7840 (0.5345)
LIVER 9 HEPATOCELLULAR ADENO 1 9 1 | 0 0.7840 €0.5345)
LIVER 9 HEPATOCELLULAR ADENO 1 9 2 26 3 0.7840 (0.5345)
LIVER 9 HEMANGLOSARCOMA 12 2 1 0 0 (0.4946) 0.1563
L1VER 9 HEMANGLOSARCOMA 12 2 2 3 S (0.4946) 0.1563
LIVER 9 HEMANGLOSARCOMA 12 9 1 0 0 €0.4946) 0.1563
_1VER 9 HEMANGLOSARCOMA 12 9 2 27 23 (0.4946) 0.1563
-1VER 9 HEMANGLOSARCOMA 12 76 1 0 1 (0.4946) 0.1563 )
LIVER 9 HEMANGLOSARCOMA 12 74 2 47 45 (0.4946) 0.1563

Note: An '*' indicates that the dose-tumor association
may be significant (p<0.05).




Time(wks)

0-52
53-78
79-93

94-103

FNL KILL

Number of Animals Died by Dose and Time

Animal: MOUSE
2ND CONTROL GROUP
Sex: FEMALE

Nurber of Dose
Animals Died
CIRL LOW MED HIGH Total

Time (weeks)

0-52 1 1 4 1 7
53-78 “ 6 7 6 23
79-93 8 ) 6 12 35
94-103 s 6 6 8 2
FNL KILL 3 28 27 23 109
Total 48 50 50 so 198

source: AxcAN PHARMA, inc., NEEE
Intercurrent Mortality Rates

Animal Type: MOUSE
2ND CONTROL GROUP

Sex: FEMALE
Dose
CTRL LoW MED
Cumu Cumu Cumu

No. No. Pct. No. No. Pct. No. No. Pct. No.
Died Risk Died Died Risk Died Died Risk Died Died Risk Died

1 48 2.1 1 50 2.0 4 50 8.0
4 47 10.4 6 49 14.0 7 46 22.0
8 43 27.1 9 43 32.0 6 39 34.0
4 35 35.4 6 34 44.0 6 33 46.0

31 4B 64.6 28 50 56.0 27 50 54.0

Source: AXCAN PHARMA,. INC.,-
Survival Rates

Animal: MOUSE

FEMALE

Sex:

HIGH

Cum

~No. Pct.

50 2.0
49 14.0
43 38.0
31 54.0

50 46.0




Dose

CTRL

LoW

MED

RIGH

Time(wks)'»
0-52 53-78 79-93 94-103
No. No. No. No.

still  Pet stilt  Pet still Pct still  Pet
Alive Survival Alive Survival Alive Survival Alive Survival

47 97.9 43 89.6 35 72.9 3 64.6
49 98.0 &3 86.0 34 68.0 28 56.0
6 92.0 39 78.0 33 66.0 27 54.0

49 98.0 63 86.0 N 62.0 23 46.0

Source: AXCAN PHARMA, INC., -
Mortality Rates

Animal Type: MOUSE

Sex: FEMALE
T ime(wks)
0-52 53-78 79-93 94-103

Mortality Mortality Mortality Mortality
Rate Rate Rate Rate




Cumu % Died

80.
50.
0.
30.

20.

Percent Survival

of Death
Animol: MOUSE
Sex: FEMALE
Q-J
0-
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0- 1 T LR
0-52 53-78 79-93 94-103
Week
[bese:  0oo¢cTRL SOE Low oo e WD &AL HIGH]
' source: AXCAN PHARMA. InC.. |
Kaplan —Meier Survival Function
Animol: MOUSE
. Sex: FEMALE
toor R | i~ .
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Time in Weeks
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I WNALYSES _ _ DSNAME:  €C:\ANIMAL\S_MICE_F.MMS

a0 1 2 3
JOSE .00 25.00 150.00 1000.00
2%s . 2. 2. a7
Zxp 2319 22.58 21.46 21.77

WS/EXP .73 97 1.07 1.2
N 48 50 50 50

IX'S TEST FOR LIFE TABLE DATA

TEST STATISTICS: EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 3.0818 3.0771 3
PROBABILITIES 3792 3799

TEST STATISTICS FOR ADJUSTED TRENDS:
’ LOWER BOUND UPPER BOUND

CHI-SQUARE D.F. z Z
7G TREND ------- 1 2.0176 1 1.4172 1.3096
fG PROBABILITIES 2 .1555 .0782 .0952
YG DEPT FR TREND 3 1.0641
fG PROBABILITY 4 .5874
fG TOT COX CHISQ 5 3.0818
(G PROBABILITY 6 .3792
NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 5445 .869
SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 14699170.000

.13 D K/W ANALYSIS (GEHAN-BRESLOW) ) ‘ DSNAME: C:\ANIMAL\S_MICE_F.MNS
vis analysis gives more weight to early differences in death rates between groups than the previous Cox analysis.

JECTOR SCORE STATlSTblc W

-987 -93 385 675

ST STATISTICS: EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 2.8256 2.8229 3
PROBABILITIES - 4193 4197

TEST STATISTICS FOR ADJUSTED TRENDS:
LOWER BOUND UPPER BOUND

: CHI-SQUARE D.F. Z 2
fG TREND ------- 1 1.4518 1 1.2049 1.2062
/G PROBABILITIES 2 .2282 114 211463
/G DEPT FR TREND-3 1.3738
‘G PROBABILITY -4 .5031
‘G TOTAL =--=----- 5 2.8256
/G PROBABILITY -6 L6193

NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 730425 .000C

SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 367480671816.401
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Source: AXCAN PHARMA, INC., -
List of Organ Names and Tumor Names

Animal: MOUSE

Sex:

Organ Name

LUNG
LUNG
LYMPHORETICULAR SYSTEM
PITUITARY

SPLEEN

SPLEEN

THYROID

THYROID

MAMMARY GLAND

STOMACH

OVARY

OVARY

PANCREAS

UTERUS

UTERUS

UTERUS

UTERUS

UTERUS

UTERUS

VAGINA

DUOCDENUM

INTEGUMENT

INTEGUMENT

LIVER

LIVER

LIVER

LIVER

FENALE

Tumor Name

ADENOMA
ADENOCARCINOMA

MALLGNANT LYMPHOMA
ADENOMA

HEMANGLOSARCOMA
HEMANGLOMA

FOLLICULAR ADENOMA
PARAFOLLICULAR ADENOMA
ADENOCARCINOMA
FIBROSARCOMA

TUBULAR ADENOMA
PAPILLARY CYSTADENOMA
ISLET ADENOMA
HEMANGLOSARCOMA
ENDOMETRIAL POLYP
LETOMYOSARCOMA
ADENOCARCINOMA

LELOMYOMA

FIBROSARCOMA

POLYP

FIBROSARCOMA
TRICHOEPITHELLOMA
FIBROSARCOMA
HEPATOCELLULAR CARCINOMA
HEPATOCELLULAR ADENOMA
HEMANGLOSARCOMA
HEMANGLOMA




Source: AXCAN PHARMA, INC.,
Test of Trend Based on the Tumor Data
Animal Type: MOUSE
Sex: FEMALE
Organ Tumor Organ Tumor Tumor Exact Asymp #lncid Dose Dose Dose
Code Code Name Name Type p P /Ctris 25 150 1000
10 4 LUNG ADENOCARCINOMA M- €0.9293) 0.8699 1748 2 0 0
10 13 LUNG ADENOMA M- (0.2592) 0.2493 6748 3 4 6
n 1% LYMPHORETICU MALLGNANT LYMP M- (0.0393) 0.0351 4/48 9 16 15
12 13 PITUITARY ADENOMA M- (0.8034)> 0.8020 3/48 2 2 1
13 8 SPLEEN HEMANGLOMA S- 0.2155 (0.0296) 0/48 0 0 1
13 12 SPLEEN HEMANGLOSARCOM M- (0.6765) 0.6383 /48 1 1 1
15 17 THYROID FOLL ICULAR ADE S- 0.0430 (0.0033) 0/48 0 0 2
15 18 THYROID PARAFOLL ICULAR S- 0.2110 (0.0280) 0748 1] 0 1
16 4 MAMMARY GLAN ADENOCARC I NOMA S- 0.5544 (0.5282) 3/48 4 1 3
17 7 STONACH F 1BROSARCOMA S- 0.7156 (0.7225) 0/48 1 0 s}
18 22 OVARY PAPILLARY CYST M- (0.5218) 0.4076 1748 1 0 1
18 21 "OVARY TUBULAR ADENCM S- 0.2110 (0.0280) 0/48 0 0 1
19 23 PANCREAS ISLEY ADENOMA S- 1.0000 (0.7765) 1/48 0 0 b}
20 4 UTERUS ADENOCARCINOMA S- 1.0000 (0.7608) 1748 0 0 0
20 24 UTERUS ENOOMETRIAL PO S- 0.8122 (0.7612) 2748 3 0 1
20 7 UTERUS FIBROSARCOMA S- 1.0000 (0.7436) 1748 0 0 0
20 12 UTERUS HEMANGLOSARCOM S- 0.5240 (0.7094) 0/48 0 2 0
20 26 UTERUS LE IOMYOSARCOMA S- 0.4587 (0.6063) 0/48 ] 1 0
20 5 UTERUS LELOMYOMA M- (0.8640) 0.9019 1748 2 2 0
21 27 VAGINA POLYP S- 0.7156 (0.7225) 0/48 1 0 0
3 7 DUODENUM FIBROSARCOMA S- 0.7156 (0.7225) 0/48 1 0 V]
6 7 INTEGUMENT. FIBROSARCOMA S- 0.6112 (0.4697) 2/48 0 0 1
6 19 INTEGUMENT, TRICHOEPITHELL M- (0.8127) 0.8399 0/48 2 0 0
9 8 LIVER HEMANGLOMA S- 1.0000 (0.7436) 1748 0 0 0
L1 12 LIVER . HEMANGLOSARCOM M- (0.3927) 0.34638 0/48 2 0 1
9 n LIVER HEPATOCELLULAR S- 0.1967 (0.2799) 0/48 0 2 1
9 - 10 LIVER HEPATOCELLULAR S- 0.8802 (0.8899) 1748 3 1 0

Note: Tumor Type=M indicates that the tumor is fatal to some but not all animals.
: Tumor Type=S indicates that the tumor is fatal or non-fatal to all animals.

Symbol '+' indicates a significant positive linear dose-tumor trend.
Symbol '-' indicates a non-significant positive linear dose-tumor trend.




Source: AXCAN PHARMA, INC. {{9[€3] CNTL2
Pairwise Comparisons
Dosage Pair: O vs 1000
Species: Mouse
Sex: Female
. Organ Tunor

Organ Code Tumor Code Strata Row 0 1E3 Exact p Asmp p
LUNG 10 ADENOMA 13 2 1 1 0 (0.6578) 0.5425
LUNG 10 ADENOMA 13 2 2 3 5 (0.6578) 0.5425
LUNG 10 ADENOMA 13 3 1 1 ] (0.6578) 0.5425
LUNG 10 ADENOMA 13 3 2 7 8 (0.6578) 0.5425
LUNG 10 ADENOMA 13 4 1 0 2 €0.6578) 0.5425
LUNG 10 ADENOMA 13 4 2 3 8 (0.6578) 0.5425
LUNG 10 ADENOMA 13 9 1 3 1 €0.6578) 0.5425
LUNG ' 10 ADENOMA 13 9 2 28 22 (0.6578) 0.5425
LUNG : 10 ADENOMA 13 74 1 0 1 (0.6578) 0.5425
LUNG . 10 ADENOMA 13 74 2 44 45 (0.6578) 0.5425
LUNG 10 ADENOMA 13 -7 1 0 1 (0.6578) 0.5425
LUNG . 10 ADENOMA 13 86 2 41 38 (0.6578) 0.5425
LUNG 10 ADENOMA 13 ) 96 1 [¢] 1 (0.6578) 0.5425
LUNG 10 ADENOMA 13 96 2 35 28 (0.6578) 0.5425
LUNG 10 ADENOMA 13 97 1 1 .0 (0.6578) 0.5425
LUNG . 10 ADENOMA 13 97 2 34 26 (0.6578) 0.5425
LUNG 10 ADENOCARCINOMA 3 2 1 [4] 0 (1.0000) 0.8057
LUNG 10 ADENOCARCINOMA 4 2 2 4 é €1.0000) 0.8057
LUNG 10 ADENOCARCINOMA 4 3 1 0 0 (1.0000) 0.8057
LUNG 10 ADENOCARCINOMA 4 3 2 8 9 (1.0000) 0.8057
LUNG 10 ADENOCARCINOMA 3 9 1 1 0 (1.0000) 0.8057
LUNG 10 ADENOCARCINOMA 4 9 2 30 23 (1.0000) 0.8057
LUNG . 10 ADENDCARCINOMA 4 77 1 1] 0 (1.0000) 0.8057
LUNY 10 ADENOCARCINOMA 4 77 2 43 43 (1.0000)> 0.8057
LUt o 10 ADENOCARCINOMA 4 92 1 0 o] (1.0000) 0.8057
UNo - 10 ADENOCARCINOMA 4 92 2 316 35 (1.0000) 0.8057
LYMPHORETICULAR SYST: 1" MALLGNANT LYMPHOMA 1% 1 1 0 0 (0.0105) *0.0059
_YMPHORETICULAR SYST. 1" MALLGNANT LYMPHOMA 16 1 2 1 1 (0.0105) *0.0059
_YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 2 1 0 1 €0.0105) *0.0059
-YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 16 2 2 4 '3 (0.0105) *0.0059
-YMPHORETICULAR SYST " MALLGNANT LYMPHOMA 14 3 1 1 1 (0.0105) *0.0059
_YMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 14 3 2 7 "5 (0.0105) *0.0059
_YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 4 1 2 2 (0.0105) *0.0059
-YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 4 2 1 6 (0.0105) *0.0059
-YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 9 1 o 3 (0.0105) *0.0059 .
“YMPHORETICULAR SYST: 1" MALLGNANT LYMPHOMA 14 9 2 k3 20 €0.0105) *0.0059
.YMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 14 51 1 0 0 €0.0105) *0.0059
-YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 51 2 47 50 €0.0105) *0.0059
-YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 59 1 0 0 €0.0105) *0.0059
.YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 59 2 47 49 (0.0105) *0.0059
.YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 73 1 0 1 €0.0105) *0.0059
.YMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 14 73 2 45 46 ¢0.0105) *0.0059
_YMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 74 1 0 0 €0.0105) *0.0059
.YMPHORETICULAR SYST' 11 MALLGNANT LYMPHOMA 14 74 2 (23 L6 €0.0105) *0.0059
.YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 16 76 1 1] 1 (0.0105) *0.0059
_.YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 76 2 46 (%4 (0.0105) *0.0059
.YMPHORETICULAR SYST n MALLGNANT LYMPHOMA 14 84 1 0 1 €0.0105) *0.0059
_YMPHORETICULAR SYST 1 MALLGNANT { YMPHOMA 14 84 2 (¥4 40 €0.0105) *0.0059
.YMPHORETICULAR SYST n MALLGNANT LYMPHOMA 14 86 1 0 1 €0.0105) *0.0059
_YMPHORETICULAR SYST n MALLGNANT LYMPHOMA 16 86 2 41 38 €0.0105) *0.0059
YMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 14 90 1 0 1 (0.0105) *0.0059
_YMPHORETICULAR SYST ih! MALLGNANT LYMPHOMA 14 90 2 38 36 €0.0105) *0.0059
YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 93 1 0 1 (0.0105) *0.0059
YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 93 2 35 33 (0.0105) *0.0059
YMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 14 94 1 0 0 (0.0105) *0.0059
YMPHORETICULAR SYST. n MALLGNANT LYMPHOMA 14 94 2 35 n (0.0105) *0.0059

95 1 0 0 (0.0105) *0.0059

YMP*  “TICULAR SYST, 11 MALLGNANT LYMPHOMA 16




F

LYMPHORET ICULAR SYST 1" MALLGNANT LYMPHOMA 14 95 2 35 3n (0.0105)  *0.0059
LY ‘TICULAR SYST 1 MALLGNANT LYMPHOMA 1% 96 1 0 1 {0.0105) *0.0059
L TTCULAR SYST 1M MALLGNANT LYMPHOMA 14 96 2 35 28 ¢0.0105)  *0.0059
LYh . ETICULAR SYST 11 MALLGNANT LYMPHOMA 14 97 1 1 0 €0.0105) *0.0059
LYMPHORET I CULAR SYST 1 MALLGNANT LYMPHOMA 14 97 2 34 .26 (0.0105)  *0.0059
LYMPHORET [CULAR SYST ! MALLGNANT LYMPHOMA 14 98 1 0 1 0.0105) *0.0059
LYMPHRORET [CULAR SYST " MALLGNANT LYMPHOMA 1% 98 2 33 26 ¢0.0105)  *0.0059
PITUITARY 12 ADENOMA 13 3 i ] ] 0.9137) 0.7968
PITUITARY" : 12 ADENOMA 13 3 2 7 8 (0.9137) 0.7968
PITUITARY 12 ADENOMA 13 4 1 0 0 (0.9137) 0.7968
PITUITARY 12 ADENOMA 13 4 2 4 1" (0.9137) 0.7968
PITUITARY , 12 ADENOMA 13 9 1 2 0 (0.9137) 0.7968
PITUITARY ’ 12 ADENOMA 13 9 2 29 23 (0.9137) 0.7968
PITUITARY . 12 ADENOMA 13 85 1 (] 1 ¢0.9137) 0.7968
PITUITARY 12 ADENOMA 13 85 2 42 39 (0.9137) 0.7968
PITUITARY : 12 ADENOMA 13 87 1 1 .0 (0.9137) 0.7968
PITUITARY. 12 ADENOMA 13 a7 2 40 38 €0.9137) 0.7968
PITUITARY 12 . ADENOMA 13 102 1 0 0 (0.9137) 0.7968
PITUITARY 12 ADENOMA 13 102 2 33 23 (0.9137)  0.7968
SPLEEN 13 HEMANGLOSARCOMA 12 2 1 1 0 (0.8919) 0.7417
SPLEEN . ‘ 13 HEMANGLOSARCOMA 12 2 2 3 6 €0.8919) 0.7417
SPLEEN 13 HEMANGLOSARCOMA 12 3 1 ] 1 0.8919) 0.7417
SPLEEN : 13 HEMANGLOSARCOMA 12 3 2 8 8 (0.8919) 0.7617
SPLEEN : . 13 HEMANGLOSARCOMA 12 9 1 1 0 (0.8919) 0.7617
SPLEEN ' : 13 'HEMANGLOSARCOMA 12 9 2 30 23 (0.8919) 0.7617
SPLEEN : 13 HEMANGLOSARCOMA 12 63 1 0 0 (0.8919)  0.7417
SPLEEN 13 HEMANGLOSARCOMA 12 63 2 47 .48 (0.8919) 0.7417
SPLEEN - 13 HEMANGLOMA 8 4 1 0 0 0.4310 (0.1255)
SPLEEN 13 HEMANGLOMA 8 4 2 4 10 0.4310 (0.1255)
SPLEEN 13 HEMANGLOMA 8 98 ) 0 1 0.4310 €0.1255)
SPLEEN 13 HEMANGLOMA 8 98 2 33 26 0.4310 (0.1255)
THYROID 15 FOLLICULAR ADENOMA 17 9 1 0 2 0.1768 (0.0488)
THYROID 15 FOLLICULAR ADENOMA 17 9 2 3 21 0.1768 (0.0488) :
THYRP~"> : 15 PARAFOLLICULAR ADENO 18 9 1 0 1 0.4259 (0.1230)
™ : 15 PARAFOLLICULAR ADENO 18 9 2 n 22 0.4259 (0.1230)
MA! SLAND ; 16 ADENOCARC I NOMA 4 2 1 0 0 0.7235 (0.5598)
MAMMA. ¢ GLAND oo 16 ADENOCARC I NOMA 4 2 2 4 6 0.7235 (0.5598)
MAMMARY GLAND ' 16 ADENOCARC INOMA 4 3 ) 0 (] 0.7235 (0.5598)
MAMMARY GLAND o 16 ADENOCARC INOMA 4 3 2 8 9 0.7235 (0.5558)
MAMMARY GLAND - 16 ADENOCARC [NOMA 4 4 1 0 2 0.7235 (0.5598)
MAMMARY GLAND 16 ADENOCARC INOMA 4 4 2 4 9 0.7235 (0.5598)
MAMMARY GLAND ; 16 ADENOCARC INOMA 4 9 1 3 1 0.7235 (0.5598)
MAMMARY GLAND 16 ADENOCARCINOMA 4 9 2 28 22 0.7235 (0.5598)

. STOMACH 17 F IBROSARCOMA 7 9 1. 0 ]

STOMACH 17 FIBROSARCOMA 7 9 2 N .23 i
OVARY : 18 TUBULAR ADENOMA 21 9 1 ] 1 0.4259 (0.1230)
‘OVARY ‘ 18 TUBULAR ADENOMA 21 9 2 31 22 0.4259 (0.1230)
OVARY 18 PAPILLARY CYSTADENOM 2 2 1 1 0 (0.7951)  0.5503
OVARY : 18 PAPILLARY CYSTADENOM 22 2 2 3 6 (0.7951) 0.5503

- OVARY 18 PAPILLARY CYSTADENOM 22 3 1 (i 0 (0.7951) 0.5503
OVARY 18 PAPILLARY CYSTADENOM 22 3 2 8 8 (0.7951)  0.5503
OVARY 18 PAPILLARY CYSTADENOM 22 9 1 0 0 €0.7951)  0.5503
OVARY 18 PAPILLARY CYSTADENOM 22 9 2 31 3 (0.7951)  0.5503
OVARY 18 PAPILLARY CYSTADENOM 22 85 1 0 1 (0.7951)  0.5503
QVARY 18 PAPILLARY CYSTADENOM 22 85 2 &2 39 (0.7951)  0.5503
SANCREAS . 19 ISLET ADENOMA 23 2 1 1 ] 1.0000 (0.8899)
PANCREAS 19 ISLET ADENOMA 3 2 2 3 6 1.0000 0.88%%9)
JTERUS ; 20 HEMANGLOSARCOMA 12 3 1 0 0

JTERUS j 20 HEMANGLOSARCOMA 12 3 2 8 9

UTERUS ] 20 HEMANGLOSARCOMA 12 9 1 0 ]

JTERUS B 20 HEMANGLOSARCOMA 12 9 2 k3| 23

JTERUS 20 ENDOMETRIAL POLYP 26 4 1 0 1 0.913 (0.7619)
JTERUS : 20 ENDOMETRIAL POLYP 2% 4 2 4 10 0.9134% (0.7619)
JTERUS ' 20 ENDOMETRIAL POLYP 26 9 1 2 0 0.9134 (0.7619)
JTERUS 20 ENDOMETRIAL POLYP 26 9 2 29 3 0.9134 (0.7619)
JTERUS 20 LE 1OMYOSARCOMA 26 9 1 0 ]

JTERUS 20 LE IOMYOSARCOMA 26 9 2 31 3

4 3 1 (] 0 1.0000 (0.8357)

JTE” 20 ADENOCARCINOMA




JTERUS 20 ADENOCARCINOMA 4 3 2 7 9 1.0000 (0.8357)

JTEP ™™ 20 ADENOCARCINOMA 4 85 1 1 0 1.0000 (0.8357)

[ A 20 ADENOCARCINOMA 4 85 2 41 40 1.0000 (0.8357)

e 20 LELOMYOMA 5 2 1 0 0 (1.0000) 0.8558

JTERuU> 20 LELOMYOMA 5 2 2 4 6 (1.0000) 0.8558

JTERUS 20 LELOMYOMA 5 3 1 1 0 €1.0000) 0.8558

JTERUS 20 LELOMYOMA 5 3 2 7 9 €1.0000) 0.8558
JTERUS 20 LELOMYOMA 5 9 1 0 -0 (1.0000) 0.8558
JTERUS 20 LELOMYOMA 5 9 2 n 3 €1.0000) 0.8558

JTERUS 20 LELOMYCMA 5 70 1 0 0 ¢1.0000) 0.8558

JTERUS 20 LELOMYOMA S 70 2 46 47 (1.0000) 0.8558

JTERUS 20 FIBROSARCOMA . 7 9 1 1 o 1.0000 (0.8057)
JTERUS 20 FIBROSARCOMA 7 9 2 30 23 1.0000 (0.8057)
IAGINA 21 POLYP 27 9 1 0 0

TAGINA 21 POLYP 27 9 2 3 23

YUCDENUM 3 FIBROSARCOMA 7 9 1 0 .0

YUODENUM 3 FIBROSARCOMA 7 9 2 31 23

 NTEGUMENT 6 TRICHOEPITHELLOMA 19 3 1 0 -0

.NTEGUMENT 6 TRICHOEPITRELLOMA 19 3 2 8 .9

'NTEGUMENT 6 TRICHOEPI THELLOMA 19 4 1 0 0

.NTEGUMENT 6 TRICHOEPITHELLOMA 19 4 2 4 1

'NTEGUMENT 6 TRICHOEPITHELLOMA 19 95 1 0 0

NTEGUMENT 6 TRICHOEPITHELLOMA 19 95 2 35 31

NTEGUMENT é FIBROSARCOMA 7 2 1 1 0 0.9388 (0.8215)
NTEGUMENT 6 FIBROSARCOMA 7 2 2 3 6 0.9388 (0.8215)
NTEGUMENT 6 F1BROSARCOMA 7 4 1 0 | 0.9388 (0.8215)
NTEGUMENT 6 FIBROSARCOMA 7 4 2 4 10 0.9388 (0.8215)
NTEGUMENT ) F1BROSARCOMA 7 9 1 1 0 0.9388 €0.8215)
NTEGUMENT 6 FIBROSARCOMA 7 9 2 30 23 0.9388 (0.8215)
IVER 9 HEPATOCELLULAR CARCI 10 9 1 1 o 1.0000 (0.8057)
IVER 9 HEPATOCELLULAR CARCI 10 9 2 30 23 1.0000 (0.8057)
[VER 9 HEPATOCELLULAR ADENO 1" 4 1 0 1 0.7333 (0.2736)
IVER 9 HEPATOCELLULAR ADENO " 4 2 4 10 0.7333 (0.2736)
.IVER 9 HEPATOCELLULAR ADENO 1n 9 1 0 0 0.7333 (0.2736)
IVF". -9 HEPATOCELLULAR ADENO " 9 2 3 23 0.7333 (0.2736)
v 9 HEMANGLOSARCOMA 12 2 1 0 0 (0.5111) 0.1643
vt 9 HEMANGLOSARCOMA 12 2 2 4 5 (0.5111) 0.1643
1VER 9 HEMANGLOSARCOMA 12 9 1 0 0 €0.5111) 0.1643
IVER 9 HEMANGLOSARCOMA 12 9 2 N 23 €0.5111) 0.1643
IVER 9 HEMANGLOSARCOMA 12 74 1 0 1 €0.5117) 0.1643
IVER 9 HEMANGLOSARCOMA 12 76 2 (29 45 (0.5111) 0.1643
IVER 9 HEMANGLOMA - 8 9 1 1 0 1.0000 (0.8057)
IVER 9 HEMANGLOMA -8 9 2 30 23 1.0000 (0.8057)

Note: An '*' indicates that the dose-tumor association .
may be significant (p<0.05).




Nutber of Animals Died by Dose and Time
Animal: Mouse
Sex: Female
Number of Dose
Animals Died
cerl Low Med High Total

Time (weeks)

0-52 3 1 4 1 9
53-78 7 6 7 s 26
79-93 16 9 6 12 43
9-103 1% 6 6 8 3%
FNL KILL 58 28 27 23 136
Totat " 98 S0 50 5o 28

source: AXCAN PHARMA, Inc. I zontL
Intercurrent Mortality Rates

Animal Type: Mouse

Sex: Female

Dose
cert Low Med High
Cumu Cunu Cumu Cumu

No. No. Pct. No. No. Pct. No. No. Pct. No. No. Pet.
Died Risk Died Died Risk Died Died Risk Died Died Risk Died

Time(wks)

0-52 3 98 3.9 1 50 2.0 4 50 8.0 1 50 2.0
53-78 7 9510.2 6 49 14.0 7 46 22.0 6 49 14.0
' 79-:93 16 88 26.5 9 43 32.0 6 3934.0 12 43 38.0
94-103 1% T240.8 6 36 46.0 6 33 46.0 8 3154.0

FNL KILL 58 98 59.2 28 50 56.0 27 50 54.0 23 50 46.0




Dose

ctrt
Low
Med

High

Dose

cert

Med

High

Source: AXCAN PHARMA, INC. 2CNTL
Survival Rates .
Animat: Mouse
Sex: Female
Time(wks)
0-52 53-78 79-93 94-103
No. No. No. No.
Still  Pct stitl  Pct stitl  Pect stitl  Pct

Alive Survivat Alive Survival Alive Survival Alive Survival

95 96.9 88 89.8 7 73.5 58 59.2
49 98.0 63 86.0 34 68.0 28 56.0
46 92.0 39 78.0 33 66.0 27 54.0
49 98.0 43 86.0 n 62.0 23 - 46.0

Source: AXCAN PHARMA, INC;-ZCNTL
Mortality Rates

Animal Type: Mouse
Sex: Female
Time(wks)
0-52 53-78 79-93 94-103
Mortality Mortality Mortality Nortality
Rate Rate Rate Rate
3.1 10.2 26.5 40.8
2.0 14.0 32.0 44.0
8.0 22.0 34.0 46.0
2.0 14.0 38.0 54.0
D.Fb.2




Cumu = Died

Cumulative Percentages of Death

Animal: Mouse
Sex: Female

so.oi
a
£0.0 1
8
40.0 1 a ©
30.0 1 8
@]
20.0 °
L}
10.0 1 o
0.0
. 1] T —
0-52 53-78 79-93 94-10:%
Veek
Dose: OOCCCctel OCOT Low ©090 Med 3 2 AHIgh
2 1 ] « .
Kaplan—Meier Survival Function
Animal: Mouse
Sex: Female
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2
£ soxq
J
Y tox1
T
[ R
£ 607
a.
S0 -
4o -
‘ e T S A T e e e
() 10 20 30 40 S0 60 70 80 90 100 11c

Time in Weeks
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AD."' ™ ANALYSES DSNAME: C:\animal\S_MICE_F.MMS
)

GR. 0 1 2 3

DOSE .00 25.00 150.00 1000.00
0BS 41. 22. a3. 27.
EXP 47.53  22.51 21.46  21.52
08S/EXP .86 .98 1.07 1.25
N 98 - 50 50 S0

cox*'s TEST FOR LIFE TABLE DATA

TEST STATISTICS: EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 2.4585 2.4546 3
PROBABILITIES 4828 4836

TEST STATISTICS FOR ADJUSTED TRENDS:
: LOWER BOUND UPPER BOUND

‘ CHI-SQUARE D.F. 4 2
JYG TREND ------- 1 ' 2.0208 1 1.4184 1.3156
JYG PROBABILITIES 2 .1552 .0780 .0962
JYG DEPT FR TREND 3 L3777
JYG PROBABILITY & .8034
JYG TOT COX CHIsSQ@ 5 2.4585
JYG PROBABILITY 6 .4828
NUMERATOR OF 2-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 5701.885
SQUARE OF DENOMINATOR OF Z-STATISTIC FOR ADJUSTED TREND= 16088250.000
GEr “ZED K/W ANA:LYSIS (GEHAN-BRESLOW) DSNAME: C:\animal\S_MICE_F.MMS
™ lesis gives more weight to early differences in death rates between groups than the previous Cox analysis.
VECTOR SCORE STATISTIC W
-1513 -29 | 552 990
TEST STATISTICS: : EXACT INVERSE CONSERVATIVE D.F.
VALUES OF CHI-SQUARE 2.8389 2.8355 3
PROBABILITIES - NAka) 6177 -

TEST STATISTICS FOR ADJUSTED TRENDS:
LOWER BOUND UPPER BOUNO

CHI-SQUARE D.F. z z
JYG TREND ------- 1 1.8252 1 1.35%10 1.3504
JYG PROBABILITIES 2 787 .0884 .0884
JYG DEPT FR TREND-3 1.0137
JYG PROBABILITY -4 .6024
JYG TOTAL -------- 5 2.8389
JYG PROBABILITY -6 an

NUMERATOR OF Z-STATISTIC FOR ADJUSTED TREND (WITHOUT CONT. CORR.)= 1072075.000
SQUARE OF DENOMINATOR OF 2-STATISTIC FOR ADJUSTED TRENO=' 629725120667.188
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Source: AXCAN PHARMA, INC. - 2CNTL
List of Organ Names and Tumor Names

Animal: Mouse

Sex: Female

Organ Name Tumor Name
LUNG ADENOMA
LUNG ADENOCARC 1 NOMA
LYMPHORET ICULAR SYSTEM MALLGNANT LYMPHOMA
PITUITARY ADENOMA
SPLEEN HEMANGLOSARCOMA
SPLEEN HEMANGLOMA
THYROID . FOLLICULAR ADENOMA
THYROID PARAFOLLICULAR ADENOMA
MAMMARY GLAND ADENOCARCINOMA
STOMACH LELOMYOMA
STOMACH FIBROSARCOMA
OVARY TUBULAR ADENOMA
OVARY PAPILLARY CYSTADENOMA -
PANCREAS ) ISLET ADENOMA
UTERUS HEMANGLOSARCOMA
UTERUS ENDOMETRIAL POLYP
UTERUS OSTEQSAROMA
UTERUS LE [OMYOSARCOMA
UTERUS ADENOCARCINOMA
UTERUS . LELOMYOMA
UTERUS . FIBROSARCOMA
VAGINA POLYP
MIsC. ADENOCARCINOMA PRIMARY SITE UN
DUODENUM F1BROSARCOMA
INTEGUMENT TRICHOEP I THELLOMA
INTEGUMENT FIBROSARCOMA
LIVER KEPATOCELLULAR CARCINOMA
LIVER HEPATOCELLULAR ADENOMA
LIVER HEMANGLOSARCOMA
LIVER HEMANGLOMA

D.Fc5




Source: AXCAN PHARMA, lNC.- 2CNTL
Test of Trend Based on the Tumor Data
Animal Type: Mouse
Sex: female
Organ Tumor Organ Tumor Tumor Exact Asymp #1ncid Dose Dose Dose
Code Code Mame Name Type p p /Ctris 25 150 1000
10 4 LUNG ADENOCARCINOMA M- (0.9780) 0.9118 4/98 2 0 0
10 13 LUNG ADENOMA M- (0.6129) 0.6198 19/98 3 4 6
1 14 LYMPHORETICU MALLGNANT LYMP M- (0.0467) 0.0417 17/98 9 16 15
12 13 PITUITARY ADENOMA M- (0.7138) 0.7478 4/98 2 2 1
13 8 SPLEEN HEMANGL OMA S- 0.1667 (0.0136) 0/98 0 1] 1
13 12 SPLEEN HEMANGLOSARCOM M- (0.6242) 0.6070 3/58 1 1 1
15 17 THYROID FOLLICULAR ADE S- 0.0276 (0.0009) 0/98 0 0 2
15 18 THYROID PARAFOLLICULAR S- 0.1691 (0.0143) 0/98 o] 0 1
16 4 MAMMARY GLAN ADENOCARC I NOMA S- 0.5361 (0.5193) 6/98 [ 1 3
17 7 STOMACH FIBROSARCOMA S- 0.5735 (0.6893) 0/98 1 0 0
17 5 STOMACH LELOMYOMA S- 1.0000 (0.7421) 1/98 0 0 0
18 22 OVARY PAPILLARY CYST M- (0.5617) 0.4755 2/98 1 0 1
18 21 OVARY TUBULAR ADENOM S~ 0.1691 (0.0143) 0/98 0 0 1
19 23 PANCREAS ISLET ADENOMA S- 1.0000 (0.7558) 1/98 0 0 0
20 6 UTERUS ADENOCARC I NOMA S- 1.0000 (0.7244) 1/98 0 0 3]
20 .26 UTERUS ENDOMETRIAL PO S- 0.8290 (0.7899) 5/98 3 1] 1
20 7. UTERUS F I BROSARCOMA S- 1.0000 (6.7132) 1/98 0 0 1]
20 12 UTERUS HEMANGLOSARCOM S- 0.4287 (0.64464) 0/98 0 2 0
20 26 UTERUS LE |OMYOSARCOMA S- 0.3676 (0.5596) 0/98 0 1 0
20 5 UTERUS LELOMYOMA M- €0.9266) 0.9299 4/98 2 2 0
20 25 UTERUS OSTECSAROMA S- 1.0000 (0.7153) 1/98 (4] 0 ]
21 27 VAGINA POLYP S- 0.5735 (0.6893) 0/98 1 0 0
22 28 M1SC. ADENOCARCINOMA S- 1.0000 (0.7132) 1/98 0 0 0
3 7 DUODENUM FIBROSARCOMA S- 0.5735 (0.6893) 0/98 1 0 0
[ 7 INTEGUMENT FIBROSARCOMA S- 0.5112 (0.3550) 2/98 0 0 1
6 19 INTEGUMENT TRICHOEPI THELL M- (0.6777) 0.7950 0/98 2 0 0
14 8 LIVER HEMANGLOMA S- 1.0000 (0.7132) 1/98 0 0 0
9 12 LIVER HEMANGLOSARCOM M- €0.2618) 0.2652 0/98 2 ] 1
9 n LIVER HEPATOCELLULAR S- 0.2280 (0.3079) 1/98 0 2 1
9 10 LIVER MEPATOCELLULAR S- 0.7598 (0.8398) 1798 3 1 0
Note: Tumor Type=M indicates that the tumor is fatal to some but not all animals.

Tumor Type=S indicates that the tumor is fatal or non-fatal to all animals. -

Symbol '+* indicates a significant positive linear dose-tumor trend.
Symbol. '-* indicates a non-significant positive linear dose-tumor trend.

Source: AXCAN PHARMA, INC. - 2CNTL
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YMPHORETICULAR
-YMPHORET ICULAR
'YMPHORETICULAR
.YMPHORETICULAR
_YMPHORETICULAR
-YMPHORET I CULAR
.YMPHORETICULAR
_YMPHORET [ CULAR
.YMPHORET ICULAR
_.YMPHORETICULAR
.YMPHORETICULAR
_YMPHORETICULAR
_YMPHORET I CULAR
YMPHORETICULAR
YMPHORETICULAR
.YMPHORETICULAR
.YMPHORETICULAR
-YMPHORETICULAR
-YMPHORETICULAR
YMPRORETICULAR
YMPHORETICULAR
_-YMPHORETICULAR
-YMPHORETICULAR
_YMPHORETICULAR
.YMPHORETICULAR
_.YMPHORET ICULAR
-YMPHORETICULAR
YMr TICULAR

sysT
SYST
SYST:

SYST
SYST
SYST

SYST.

SYST

SYST-

SYsT

SYST-
SYST.
SYST:

SYST
SYST
SYST

SYST'
SYST-

SYST

SYST.

SYST
SYST
SYST

SYST'

SYST
SYST
SYST

SYST:

Pairwise Comparisons
Dosage Pair: 0 vs 1000

Species: Rat
Sex: Female

Tumor
Tumor Code
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENCMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOMA 13
ADENOCARCINOMA 4
ADENOCARCINOMA 4
ADENOCARCINOMA 4
ADENCCARCINOMA 4
ADENOCARCINOMA 4
ADENOCARCINOMA 4
. ADENOCARCINOMA 4
_ ADENOCARCINOMA 4
ADENCCARCINOMA 4
ADENOCARCINOMA [3
ADENOCARCINOMA I
ADENOCARC INOMA b
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 16
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHROMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14
MALLGNANT LYMPHOMA 14

Strata

Row
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Exact p

(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
€0.8914)
(0.8914)
(0.8914)
(0.8914)
(0.8914)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
¢1.0000)
€1.0000)
(1.0000)
(1.0000)
(1.0000)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
(0.0469)
€0.0469)
€0.0469)
(0.0469)
(0.0469)
(0.0469)
€0.0469)
(0.0469)
€0.0469)
(0.0669)
(0.0669)
(0.0469)
(0.0469)
€0.0469)

Asmp p

0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.8393
0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.8398
0.83%98
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
0.8970
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
+0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285
*0.0285




LYMPHORET [ CULAR MALLGNANT LYMPHOMA 1 0 i (0.0469) *0. 0285
LYMF “=YICULAR SYST " MALLGNANT LYMPHOMA 14 93 2 74 33 €0.0469) *0.0285
Ln "ICULAR SYST 1 MALLGNANT LYMPHOMA 1% - 9% 1 0 0 (0.0469) *0.0285
LY . ICULAR SYST 1 MALLGNANT LYMPHOMA 1% 9% 2 72 3 (0.046%9) *0.0285
LYMPHURET [CULAR SYST 1" MALLGNANT LYMPHOMA 14 95 1 0 0 (0.04669) *0.0285
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 1% 95 2 72 31 (0.0469) *0.0285
LYMPHORETICULAR SYST " MALLGNANT LYMPHOMA 14 96 ] (] 1 (0.0469) *0.0285
LYMPHORETICULAR SYST 1" MALLGNANT LYMPHOMA 14 96 2 72 28 (0.0469)  *0.0285
LYMPHORETICULAR SYST 1 MALLGNANT LYMPHOMA 16 97 1 1 0 (0.0469)  *0.0285
LYMPHORETICULAR SYST 11 MALLGNANT LYMPHOMA 1% 97 2 70 26 0.0469) *0.0285
LYMPHORET ICULAR SYST 1 MALLGNANT LYMPHOMA 1% 98 1 0 1 (0.0469) *0.0285
LYMPHORET ICULAR SYST " MALLGNANT LYMPHOMA 14 98 2 Y4 26 (0.04569) *0.0285
PITUITARY , 12 ADENOMA 13 3 1 0 (] 0.8562) 0.7179
PITUITARY 12 ADENOMA 13 3 2 1 7 €0.8562) 0.7179
PITUITARY 12 ADENOMA 13 4 1 1 0 (0.8562) 0.7179
PITUITARY , 12 ADENOMA 13 4 2 17 12 (0.8562) 0.7179
PITUITARY 12 ADENOMA 13 9 1 2 0 (0.8562) 0.7179
PITUITARY , 12 ADENOMA 13 9 2 56 23 (0.8562) 0.7179
PITUITARY 4 12 ADENOMA 13 85 1 0 1 (0.8562) 0.7179
PITUITARY ' 12 ADENOMA 13 85 2 86 39 (0.8562) 0.7179
PITUITARY 12 ADENOMA 13 87 1 1 0 (0.8552) 0.7179
PITUITARY j 12 ADENOMA 13 87 2 83 38 (0.8562) 0.7179
PITUITARY _ 12 ADENOMA 13 102 1 0 0 €0.8562) 0.7179
PITUITARY . - : 12 ADENOMA 13 102 2 63 3 (0.8562) 0.7179
SPLEEN : 13 HEMANGLOSARCOMA 12 2 1 1 0 (0.8320) 0.6717
SPLEEN ‘ 13 . HEMANGLOSARCOMA 12 2 6 6 (0.8320) 0.6717
SPLEEN : 13 HEMANGLOSARCOMA 12 3 1 0 1 (0.8320) 0.6717
SPLEEN ' 13 HEMANGLOSARCOMA 12 3 2 12 7 (0.8320) 0.6717
SPLEEN 13 HEMANGLOSARCOMA 12 4 1 0 0 10.8320) 0.6717
SPLEEN 13 HEMANGLOSARCOMA 12 4 2 17 12 (0.8320) 0.6717
SPLEEN 13 HEMANGLOSARCOMA 12 9 ] ] 0 (0.8320) 0.6717
SPLEEN 13 HEMANGLOSARCOMA 12 9 2 57 23 (0.8320) 0.6717
SPLEEN ' 13 HEMANGLOSARCOMA 12 63 )| 0 o (0.8320) 0.6717
SPLEEN 13 HEMANGLOSARCOMA 12 63 2 95 48 (0.8320) 0.6717
sP1” : 13 HEMANGLOSARCOMA 12 103 ] 1 0 (0.8320) 0.6717
sP , 13 HEMANGLOSARCOMA 12 103 2 60 23 (0.8320) 0.6717
SPL. 13 HEMANGLOMA 8 4 1 0 0 0.277 0.0509)
SPLEEN : 13 HEMANGLOMA 8 4 2 18 1" 0.2717 (0.0509)
SPLEEN - 13 HEMANGLOMA 8 " 98 1 0 1 0.2717 €0.0509)
SPLEEN ‘ . 13- HEMANGLOMA 8 98 2 67 26 0.2717 (0.0509)
THYROID 15 FOLLICULAR ADENOMA 17 9 1 0 2 0.0781 (0.0119)
THYROID . 15 FOLLICULAR ADENOMA 17 9 2 58. 21 0.0781 (0.0119)
THYROID S 15 PARAFOLLICULAR ADENO 18 9 1 0 1 0.2840 ¢0.0563)
THYROID 15 PARAFOLLICULAR ADENO 18 9 2 58 22 0.2840 (0.0563)
MAMMARY GLAND 16 ADENOCARC | NOMA 4 2 1 0 0 0.6035 €0.4717)
MAMMARY GLAND , 16 ADENOCARC [ NOMA 4 2 2 7 6 0.6035 €0.4717) N
MAMMARY GLAND 2 16 ADENOCARCNOMA 4 3 ] ()] (] 0.6035 (0.4717)
MAMMARY GLAND 16 ADENOCARC INOMA 4 3 2 12 8 0.6035 0.4717)
"MAMMARY GLAND 16 ADENOCARCINOMA 4 4 1 1 2 0.6035 (0.4717)
MAMMARY GLAND 16 ADENOCARC INOMA 4 4 2 17 10 0.6035 0.4717)
MAMMARY GLAND 16 ADENOCARC I NGMA 4 9 1 5 1 0.6035 0.4717)
MAMMARY GLAND v 16 ADENOCARC I NOMA 4 9 2 53 22 0.6035 (0.4717)
STOMACH 17 LELOMYOMA S 4 1 i 0 1.0000 (0.7932)
STOMACH : 17 LELOMYOMA s 4 2 17 12 1.0000 (0.7932)
STOMACH 17 F {BROSARCOMA 7 9 1 0 ()]

'STOMACH 17 F I BROSARCOMA 7 9 2 58 23

OVARY : 18 TUBULAR ADENOMA 21 9 1 0 1 0.2840 (0.0563)
OVARY ' 18 TUBULAR ADENOMA 21 9 2 58 22 0.2840 ¢0.0563)
OVARY 18 PAPTLLARY CYSTADENOM 22 2 1 1 0 (0.7795)  0.5846
OVARY » : 18 PAPILLARY CYSTADENOM 22 2 2 6 6 (0.7795)  0.5846
OVARY 18 PAPILLARY CYSTADENOM 22 3 1 0 0 (0.7795)  0.5846
OVARY 18 PAPILLARY CYSTADENOM 22 3 2 12 7 (0.7795) 0.5846
OVARY 18 PAPILLARY CYSTADENOM 22 4 1 ] 0 (0.7795)  0.5846
OVARY ' 18 PAPILLARY CYSTADENOM 22 4 2 17 12 (0.7795)  0.5846
OVARY T 18 PAPILLARY CYSTADENOM 22 9 1 0 0 (0.7795)  0.5846
JVARY , 18 PAPILLARY CYSTADENOM 22 9 2 S8 23 (0.7795)  0.5846
OVARY 18 PAPILLARY CYSTADENOM 22 85 1 0 1 (0.7795)  0.5846
OVAr ) 18 PAP [LLARY CYSTADENOM 22 85 2 86 39 (0.779%) 0.5846




PANCREAS
PANFoCEpS
v
U’ :
UTe..oo
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS
UTERUS .
UTERUS
JTERUS
JTERUS
JTERUS
JTERUS
JTERUS
JTERUS
JAGINA
/AGINA
1180
118
e
UWODEnuM

NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT
NTEGUMENT

NTEGUMENT .

0’0000000‘00’0000000000000\000

~n
w

ISLET ADENOMA

2 1 1
ISLET ADENOMA 23 2 2 6
HEMANGLOSARCOMA 12 3 1 0
HEMANGLOSARCOMA 12 3 2 12
HEMANGLOSARCOMA 12 9 1 0
HEMANGLOSARCOMA 12 9 2 58
ENDOMETRIAL POLYP 24 4 1 0
ENDOMETRIAL POLYP 24 4 2 18
ENDOMETRIAL POLYP 24 9 1 5
ENDOMETRIAL POLYP 24 ? 2 53
OSTEOSAROMA 25 4 1 Q
OSTEOSAROMA 25 4 2 17
OSTEOSAROMA 25 96 1 1
OSTEOQSAROMA 25 96 2 71
LE[OMYOSARCOMA 26 9 1 0
LEIOMYOSARCOMA 26 9 2 58
ADENOCARCINOMA 4 3 1 0
ADENOCARCINOMA 4 3 2 1
ADENOCARCINOMA 4 85 1 1
ADENOCARCINOMA 4 85 2 85
LELONYOMA 5 2 1 0
LELOMYOMA 5 2 2 7
LELOMYOMA 5 3 1 1
LELOMYOMA 5 3 2 1
LELOMYOMA 5 4 1 2
LELOMYOMA 5 4 2 16
LELOMYOMA 5 9 1 1
LELOMYOMA 5 9 52 57
LELOMYOMA 5 70 “1 0
LELOMYOMA 5 70 2 94
FIBROSARCOMA 7 9 1 1
FIBROSARCOMA 7 9 2 57
POLYP 27 9 1 0
POLYP . 27 9 2 58
ADENOCARCINOMA PRIMA 28 9 1 1
ADENOCARCINOMA PRIMA 28 9 2 57
FIBROSARCOMA 7 9 1 0
F1BROSARCOMA 4 9 2 58
TRICHOEPITHELLOMA 19 3 1 0
TRICHOEPI THELLOMA 19 3 2 12
TRICHOEPITHELLOMA 19 4 1 0
TRICHOEPITHELL OMA 19 4 2 18
TRICHOEPI THELLONA 19 95 1 0
TRICHOEPI THELLOMA 19 95 2 .7
FIBROSARCOMA 7 2 1 1
FIBROSARCOMA 7 2 2 6
F IBROSARCOMA 7 4 1 0
F I BROSARCOMA 7 4 2 18
F1BROSARCOMA 7 9 1 1
FIBROSARCOMA 7 9 2 57
HEPATOCELLULAR CARCI 10 9 1 1
REPATOCELLULAR CARCI 10 9 2 57
HEPATOCELLULAR ADENO " 4 1 0
HEPATOCELLULAR ADENO " 4 2 18
HEPATOCELLULAR ADENO 1" 9 1 1
HEPATOCELLULAR ADENO n 9 2 57
HEMANGLOSARCOMA 12 2 1 o]
HEMANGLOSARCOMA 12 2 2 7
HEMANGLOSARCOMA 12 9 1 0
HEMANGLOSARCOMA 12 9 2 58
HEMANGLOSARCOMA 12 74 1 0
HEMANGLOSARCOMA 12 7 2 91
HEMANGLOMA 8 9 1 1
HEMANGLOMA 8 9 2 57

Note: An '*' indicates that the dose-tumor association
may be significant (p<0.05).
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1.0000
1.0000

0.8927
0.8927
0.8927
0.8927
1.0000
1.0000
1.0000
1.0000

1.0000
1.0000
1.0000
1.0000
(1.0000)
€1.0000)
€1.0000)
€1.0000)
€1.0000)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
(1.0000)
1.0000
1.0000

1.0000
1.0000

0.7687
0.7687
0.7687
0.7687
0.7687
0.7587
1.0000
1.0000
0.5704
0.5704
0.5704
0.5704
€0.3358)
€0.3358)
€0.3358)
€0.3358)
(0.3358)
€0.3358)
1.0000
1.0000

(0.8230)
(0.8230)

€0.7725)
(0.7725)
(0.7725)
(0.7725)
(0.7375)
€0.7375)
(0.7375)
(0.7375)

€0.7527)
(0.7527)
€0.7527)
€0.7527)
0.9405
0.9405
0.9605
0.9405
0.9405
0.9405
0.9405
0.9405
0.9405
0.9405
(0.7360)
(0.7360)

(0.7360)
(0.7360)

(0.5694)
(0.5694)
€0.5694)
(0.5694)
(0.5694)
(0.5694)
(0.7360)
(0.7360)
(0.3178)
(0.3178)
(0.3178)
(0.3178)
0.0800

0.0800

0.0800

0.0800

0.0800

0.0800

(0.7360)
(0.7360)




